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L2 ANSWER 1 OF 39 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 
AN 2006:335545 BIOSIS 
DN PREV200600340001 

TI Abundant extracellular products and methods for their production and use. 
AU Horwitz, Marcus A. [Inventor]; Harth, Gunter [Inventor] 
CS Los Angeles, CA USA 

ASSIGNEE: The Regents of The University of California 
PI US 07002002 20060221 

SO Official Gazette of the United States Patent and Trademark Office Patents, 
(FEB 21 2006) 

CODEN: OGUPE7. ISSN: 0098-1133. 
DT Patent 
LA English 

ED Entered STN: 5 Jul 2006 

Last Updated on STN: 5 Jul 2 006 

AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and 
production are presented. The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irrespective of 
their absolute molecular immunogenicity and used as vaccines to 
stimulate a protective immune response in mammalian hosts against 
subsequent infection by the target pathogen. The majorly abundant 
extracellular products may be characterized and distinguished by their 
respective N-terminal amino acid, amino acid, or DNA sequences. As the 
vaccines may comprise different combinations of the extracellular 
products, subunits thereof, or encoding nucleic acids, a broad range of 
effective immunotherapeutic compositions are provided by the present 
invention. In addition to other infectious agents, the vaccines 
so produced can be used to stimulate an effective immune response against 
intracellular pathogens and in particular Mycobacterium c 
tuberculosis . 

L2 ANSWER 2 OF 3 9 USPATFULL on STN 
AN 2006:215520 USPATFULL 

TI Treatment of mycobacterium tuberculosis with antisense 

oligonucleotides 
IN Horwitz, Marcus A., Los Angeles, CA, UNITED STATES 

Harth, Gunter, Los Angeles, CA, UNITED STATES 

Zamecnik, Paul C, Boston, MS, UNITED STATES 



Tabatadze, David, Marlborough, MA, UNITED STATES 
PI US 2006183676 Al 20060817 

AI US 2002-478268 Al 20020520 (10) 

WO 2002-US15963 20020520 

20031118 PCT 371 date 
PRAI US 2001-292096P 20010518 (60) 

DT Utility 
FS APPLICATION 

LREP GATES & COOPER LLP, HOWARD HUGHES CENTER, 6701 CENTER DRIVE WEST, SUITE 

1050, LOS ANGELES, CA, 90045, US 
CLMN Number of Claims: 21 
ECL Exemplary Claim: 1 
DRWN 22 Drawing Page(s) 
LN.CNT 3112 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods of inhibiting the proliferation of Mycobacterium 
tuberculosis comprising contacting Mycobacterium 
tuberculosis with an effective amount of a polynucleotide 
complementary to an mRNA transcript expressed by Mycobacterium 
tuberculosis are provided. Typical methods of the invention 
utilize phosphorothioate modified antisense polynucleotides (PS-ODNs) 
against the mRNA of M. tuberculosis genes such as glutamine 
synthetase, aroA, ask, groES, and the genes of the Antigen 85 complex. 
Optionally, the methods employ multiple antisense polynucleotides 
targeting different Mycobacterium tuberculosis transcripts. In 
preferred embodiments of the invention, the antisense polynucleotides 
are complementary to the 5 1 regions of the Mycobacterium 
tuberculosis transcripts. 

L2 ANSWER 3 OF 3 9 USPATFULL on STN 
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TI Abundant extracellular products and methods for their production and use 

IN Horwitz, Marcus A., Los Angeles, CA, UNITED STATES 

Harth, Gunter, Los Angeles, CA, UNITED STATES 
PI US 2006182754 Al 20060817 

AI US 2006-334951 Al 20060118 (11) 

RLI Continuation of Ser. No. US 2001-953413, filed on 14 Sep 2001, GRANTED, 
Pat. No. US 7002002 Continuation-in-part of Ser. No. US 1998-157689, 
filed on 21 Sep 1998, GRANTED, Pat. No. US 6599510 Continuation of Ser. 
No. US 1996-652842, filed on 23 May 1996, ABANDONED 

DT Utility 

FS APPLICATION 

LREP PRESTON GATES & ELLIS LLP, 1900 MAIN STREET, SUITE 600, IRVINE, CA, 

92614-7319, US 
CLMN Number of Claims : 11 
ECL Exemplary Claim: 1-11 
DRWN 12 Drawing Page(s) 
LN.CNT 3961 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and 
production are presented. The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irrespective of 
their absolute molecular immunogenicity and used as vaccines 
to stimulate a protective immune response in mammalian hosts against 
subsequent infection by the target pathogen. The majorly abundant 
extracellular products may be characterized and distinguished by their 
respective N-terminal amino acid, amino acid, or DNA sequences. As the 
vaccines may comprise different combinations of the 

extracellular products, subunits thereof, or encoding nucleic acids, a 
broad range of effective immunotherapeutic compositions are provided by 
the present invention. In addition to other infectious agents, the 
vaccines so produced can be used to stimulate an effective 
immune response against intracellular pathogens and in particular 



Mycobacterium tuberculosis. 
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AN 2006:167740 USPATFULL 

TI Anti -microbial agents derived from methionine sulfoximine analogues 
IN Harth, Gunther, Los Angeles, CA, UNITED STATES 

Griffith, Owen W, Milwaukee, WI, UNITED STATES 

Horwitz, Marcus A, Los Angeles, CA, UNITED STATES 
PI US 2006142251 Al 20060629 

AI US 2003-534660 Al 20031117 (10) 

WO 2003-US36705 20031117 

20051128 PCT 371 date 
PRAI US 2002-426502P 20021115 (60) 

US 2002-430407P 20021202 (60) 

DT Utility 
FS APPLICATION 

LREP PRESTON GATES & ELLIS LLP, 1900 MAIN STREET, SUITE 600, IRVINE, CA, 

92614-7319, US 
CLMN Number of Claims : 14 
ECL Exemplary Claim: 1 
DRWN 6 Drawing Page(s) 
LN.CNT 1134 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel antimicrobial compositions containing analogues of 

L-methionine-SR-sulf oximine (MSO) that are effective in treating 
intracellular pathogen infections are provided. Specifically, the 
compositions provided are MSO analogues having superior antimicrobial 
activity with significantly less toxicity as compared to MSO. These MSO 
analogues are suitable for use in treating infection in animals 
including primates, cows, pigs, horses, rabbits, mice, rats, cats, and 
dogs. Moreover, the MSO analogues are ideally suited for treating 
infections caused by the genus Mycobacterium. Additionally, methods for 
using the novel MSO analogues are also provided. 



L2 ANSWER 5 OF 39 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 

DUPLICATE 1 
AN 2006:324634 BIOSIS 
DN PREV200600325284 

TI A novel live recombinant mycobacterial vaccine against bovine 

tuberculosis more potent than BCG. 
AU Horwitz, Marcus A. [Reprint Author] ; Harth, Guenter; Dillon, 

Barbara Jane; Maslesa-Galic, Sasa 
CS Univ Calif Los Angeles, Sch Med, Dept Med, CHS 37-121,10833 Le Conte Ave, 

Los Angeles, CA 900 95 USA 

mhorwit zOmednet . ucla . edu 
SO Vaccine, (MAR 6 2006) Vol. 24, No. 10, pp. 1593-1600. 

CODEN: VACCDE. ISSN: 0264-410X. 
DT Article 
LA English 

ED Entered STN: 21 Jun 2006 

Last Updated on STN: 21 Jun 2 006 

AB Mycobacterium bovis infection of cattle and other domesticated animals 
exacts a significant economic toll in both economically developing and 
industrialized countries. Vaccination of herds and/or wild 
animals that share their grazing land and serve as reservoirs of infection 
has been proposed as a strategy to combat bovine tuberculosis. 
However, the only currently available vaccine, M. bovis Bacille 
Calmette-Guerin (BCG), is not highly efficacious. Here we show that a^ 
live recombinant vaccine, rBCG30, which expresses large amounts 
of the Mycobacterium tuberculosis 30kDa major secretory protein, 
is more efficacious against bovine tuberculosis than BCG in the 
highly demanding guinea pig model of pulmonary tuberculosis. 
Compared with the parental wild-type BCG strain, rBCG30 administered 
intradermally induced significantly greater cell -mediated and humoral 



immune responses against the 30kDa protein, as determined by measuring 
cutaneous delayed-type hypersensitivity and antibody titers. As for 
potency, in three independent experiments, rBCG30 induced greater 
protective immunity than BCG against aerosol challenge with a highly 
virulent strain of M. bovis, reducing the burden of M. bovis by 0.4 +/- 
0.2 log colony- forming units (CFU) in the lung (P < 0.05) and by 1.1 +/- 
0.4 log CFU in the spleen (P = 0.0005) below the level in BCG-immunized 
animals. A recombinant BCG vaccine overexpressing the identical 
M. bovis 30kDa protein, rBCG30Mb, also induced greater cell-mediated and 
humoral immunity against the 30 kDa protein than BCG and greater 
protective immunity against M. bovis challenge; however, its potency was 
not significantly different from rBCG30. As rBCG30 is significantly more 
potent than BCG against M. bovis challenge, it has potential as a 
vaccine against bovine tuberculosis in domesticated 

animals and in wild animal reservoirs, (c) 2005 Elsevier Ltd. All rights 
reserved. 

L2 ANSWER 6 OF 3 9 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 

DUPLICATE 2 
AN 2006:249836 BIOSIS 
DN PREV2 00600253 683 

TI Extraordinarily few organisms of a live recombinant BCG vaccine 
against tuberculosis induce maximal cell -mediated and protective 
immunity . 

AU Horwitz, Marcus A. [Reprint Author] ; Harth, Gunter; Dillon, 

Barbara Jane; Maslesa-Galic, Sasa 
CS Univ Calif Los Angeles, Dept Med, Sch Med, CHS 37-121,10833 Le Conte Ave, 

Los Angeles, CA 90095 USA 

mhorwi t z@mednet . ucla . edu 
SO Vaccine, (JAN 23 2006) Vol. 24, No. 4, pp. 443-451. 

COD EN : VACCDE. ISSN: 0264-410X. 
DT Article 
LA English 

ED Entered STN: 2 6 Apr 2 006 

Last Updated on STN: 26 Apr 2006 

AB In previous studies, we have described a live recombinant BCG 

vaccine (rBCG30) overexpressing the 30 kDa major secretory protein 

of Mycobacterium tuberculosis that induces greater protective 

immunity against tuberculosis than the current vaccine 

in the demanding guinea pig model of pulmonary tuberculosis. In 

this study, we have investigated the impact of vaccine dose on 

the development of cell -mediated and protective immunity in the guinea pig 

model. We found that the protective efficacy against M. 

tuberculosis aerosol challenge of both BCG and rBCG30 was 

essentially dose -independent over a dose range of 10(1) -10 (6) live 

organisms. As previously observed, rBCG30 was more potent, reducing 

colony- forming units (CFU) below the level observed in animals immunized 

with the parental BCG vaccine by 0.7 logs in the lungs and 1.0 

logs in the spleen (P < 0.0001). To gain abetter understanding of the 

influence of dose on bacterial clearance and immunity, we assessed animals 

immunized with 10(1), 10(3), or 10(6) CFU of rBCG30. The higher the dose, 

the higher the peak CFU level achieved in animal organs. However, whereas 

humoral immune responses to the 3 0kDa protein reflected the disparate CFU 

levels, cell -mediated immune responses did not; high and low doses of 

rBCG30 ultimately induced comparable peak lymphocyte proliferative 

responses and cutaneous delayed-type hypersensitivity responses to the 

3 0kDa protein. We estimate that the amount of the 3 0 kDa protein required 

to induce a strong cell-mediated immune response when delivered via 10 

rBCG3 0 organisms is about 9 orders of magnitude less than that required 

when the protein is delivered in a conventional protein/adjuvant 

vaccine. This study demonstrates that a very low inoculum of 

rBCG30 organisms has the capacity to induce strong protective immunity 

against tuberculosis and that rBCG30 is an extremely potent 

delivery system for mycobacterial antigens, (c) 2005 Elsevier Ltd. All 



rights reserved. 
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2005:369240 
142 :428756 

Recombinant Mycobacterium BCG as vector for heterologous antigens of 
intracellular pathogens 
IN Horwitz, Marcus A.; Harth, Gunter; Tullius, Michael V. 
PA The Regents of the University of California, USA 
SO PCT Int. Appl., 105 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



PI 



WO 2005037222 
WO 2005037222 
W: 



APPLICATION NO. 



WO 2004-US34206 



DATE 



20041015 



RW: 



A2 20050428 
A3 20050909 

AE, AG, AL # AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI , 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 

SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 



SN, TD, TG 
EP 1684798 



20041015 



PRAI US 2003-512565P 
WO 2004-US34206 



A2 20060802 EP 2004-795381 
R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, FI, RO, CY, TR, BG, CZ, EE, HU, PL, SK 
P 20031016 
W 20041015 

AB The authors disclose recombinant attenuated Mycobacterium BCG that has 
been transformed to express recombinant immunogenic antigens from M. 
tuberculosis. Exemplary immunogens include, but are not limited 
to, the major extracellular non-fusion proteins of mycobacteria and/or 
other intracellular pathogens. Other embodiments are provided wherein the 
recombinant attenuated intracellular pathogen is auxotrophic. 

L2 ANSWER 8 OF 39 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 

DUPLICATE 3 
AN 2005:436598 BIOSIS 
DN PRE V2 00510222088 

TI Enhancing the protective efficacy of Mycobacterium bovis BCG 

vaccination against tuberculosis by boosting with the 

Mycobacterium tuberculosis major secretory protein. 
AU Horwitz, Marcus A. [Reprint Author]; Harth, Guenter; Dillon, 

Barbara Jane; Maslesa-Galic, Sasa 
CS Univ Calif Los Angeles, Sch Med, Dept Med, CHS 37-121,10833 Le Conte Ave, 

Los Angeles, CA 90095 USA 

mhorwi tz@mednet . ucla . edu 
SO Infection and Immunity, (AUG 2005) Vol. 73, No. 8, pp. 4676-4683. 

CODEN: INFIBR. ISSN: 0019-9567. 
DT Article 
LA English 

ED Entered STN: 26 Oct 2005 

Last Updated on STN: 26 Oct 2005 

AB Tuberculosis continues to ravage humanity, killing 2 million 

people yearly. Most cases occur in areas of the world to which the 
disease is endemic, where almost everyone is vaccinated early in 
life with Mycobacterium bovis BCG, the currently available vaccine 
against tuberculosis. Thus, while more-potent vaccines 



are needed to replace BCG, new vaccines are also needed to boost 

the immune protection of the 4 billion people already vaccinated 

with BCG. Until now, no booster vaccine has been shown capable 

of significantly enhancing the level of protective immunity induced by BCG 

in the stringent guinea pig model of pulmonary tuberculosis, the 

"gold standard" for testing tuberculosis vaccines. In 

this paper, we describe a booster vaccine for BCG comprising the 

purified recombinant Mycobacterium tuberculosis 30-kDa protein, 

the major secreted protein of this pathogen. In the guinea pig model of 

pulmonary tuberculosis, boosting BCG-immunized animals once with 

the 30-kDa protein greatly increased cell-mediated and humoral immune 

responses to the protein in three consecutive experiments. Most 

importantly, boosting BCG-immunized animals once with the 30-kDa protein 

significantly enhanced protective immunity against aerosol challenge with 

highly virulent M. tuberculosis, as evidenced by a significantly 

reduced lung and spleen burden of M. tuberculosis compared with 

those for nonboosted BCG-immunized animals (mean additional reduction in 

CFU of 0.4 +/- 0.1 log in the lung [P = 0.03] and 0.6 +/- 0.1 log in the 

spleen [P = 0.002]). This study suggests that administering BCG-immunized 

people a booster vaccine comprising the 30-kDa protein may 

enhance their level of immunoprotection against tuberculosis. 

L2 ANSWER 9 OF 39 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 

DUPLICATE 4 
AN 2005:392196 BIOSIS 
DN PREV2 005101802 89 

TI Recombinant BCG expressing Mycobacterium tuberculosis major 

extracellular proteins. 
AU Horwitz, Marcus A. [Reprint Author] 

CS Univ Calif Los Angeles, Dept Med, Sch Med, Los Angeles, CA 90095 USA 

mhorwit zOmednet . ucla . edu 
SO Microbes and Infection, (MAY 2005) Vol. 7, No. 5-6, pp. 947-954. 

ISSN: 1286-4579. 
DT Article 
LA English 

ED Entered STN: 28 Sep 2005 

Last Updated on STN: 28 Sep 2005 

AB rBCG30, the first vaccine against tuberculosis 

demonstrated more potent than BCG in preclinical studies, is the prototype 

of a class of vaccines that utilize BCG as a host organism for 

expressing and secreting Mycobacterium tuberculosis major 

extracellular proteins. The vaccine is based on the concept 

that extracellular proteins of intracellular pathogens are key 

immunoprotective molecules. rBCG30, which expresses and secretes large 

amounts of the M. tuberculosis 30 kDa major secretory protein, 

is currently in human clinical trials, (c) 2005 Elsevier SAS. All rights 

reserved. 
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TI Abundant extracellular products and methods for their production and use. 

AU Horwitz, Marcus A. [Inventor, Reprint Author] 

CS ASSIGNEE: The Regents of the University of California 

PI US 6761894 20040713 

SO Official Gazette of the United States Patent and Trademark Office Patents, 
(July 13 2004) Vol. 1284, No. 2. http://www.uspto.gov/web/menu/patdata.htm 
1. e-file. 

ISSN: 0098-1133 (ISSN print) . 
DT Patent 
LA English 

ED Entered STN: 2 9 Jul 2004 

Last Updated on STN: 2 9 Jul 2 004 



AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and 
production are presented. The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irrespective of 
their absolute molecular immunogenicity and used as vaccines to 
stimulate a protective immune response in mammalian hosts against 
subsequent infection by the target pathogen. The majorly abundant 
extracellular products may be characterized and distinguished by their 
respective N-terminal amino acid or DNA sequences. As the 
vaccines may comprise different combinations of the extracellular 
products or encoding nucleic acids, a broad range effective 
immunotherapeutic compositions are provided by the present invention. In 
addition to other infectious agents, the vaccines so produced 
can be used to stimulate an effective immune response against 
intracellular pathogens and in particular Mycobacterium 
tuberculosis . 
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AN 2004:315491 BIOSIS 
DN PREV2 004003 17776 

TI Abundant extracellular product vaccines and methods for their 

production and use. 
AU Horwitz, Marcus A. [Inventor, Reprint Author] 
CS ASSIGNEE: The Regents of the University of California 
PI US 6752993 20040622 

SO Official Gazette of the United States Patent and Trademark Office Patents, 
(June 22 2004) Vol. 1283, No. 4. http://www.uspto.gov/web/menu/patdata.htm 
1. e-file. 

ISSN: 0098-1133 (ISSN print) . 
DT Patent 
LA English 

ED Entered STN: 15 Jul 2004 

Last Updated on STN: 15 Jul 2004 

AB Vaccines based on majorly abundant extracellular products of 

pathogens and methods for their use and production are presented. The 
most prevalent or majorly abundant extracellular products of a target 
pathogen are selected irrespective of their absolute molecular 
immunogenicity and used as vaccines to stimulate a protective 
immune response in mammalian hosts against subsequent infection by the 
target pathogen. In addition to other infectious agents, the 
vaccines-so produced can be used to stimulate an effective immune 
response against intracellular pathogens and in particular Mycobacterium 
tuberculosis . 
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Combinations of abundant extracellular proteins from Mycobacterium 
tuberculosis and methods for their production and use as 
vaccines 

Horwitz, Marcus A.; Harth, Gunter; Lee, Bai-Yu 
USA 

U.S. Pat. Appl. Publ., 109 pp., Cont . -in-part of U.S. Ser. No. 786,533, 
abandoned . 
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JP 


1995-515114 


A3 


19941118 








AB 


The 


: inventions 


involves 


vaccines based 


on 


one or more 





combinations of majorly abundant extracellular products of pathogens and 
methods for their use and production The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irresp. of their 
absolute mol . immunogenic ity and used as vaccines to stimulate a 
protective immune response in mammalian hosts against subsequent infection 
by the target pathogen. The majorly abundant extracellular products may 
be characterized and distinguished by their resp. N-terminal amino acid, 
amino acid, or DNA sequences. The vaccines may comprise 

different combinations of the extracellular products, subunits thereof, or 

encoding nucleic acids. The vaccines so produced can be used to 

stimulate an effective immune response against intracellular pathogens and 

in particular Mycobacterium tuberculosis. The invention further 

claims use of immunodominant epitopes comprising peptide sequences from M. 

tuberculosis 32A kD protein subunits and an adjuvant selected from 

IL-12 and MF 59. In addition, the immunodominant epitopes may be used as 

immunodiagnostic agents for Mycobacterium infections in a mammalian host. 

Methods of producing abundant extracellular products selected from the 

group of M. tuberculosis 110 kD, 80 kD, 71 kD, 58 kD, 45 kD, 32A 

kD, 32B kD, 30 kD, 24 kD, 23.5 kD, 23 kD, 16 kD, 14 kD, and 12 kD proteins 

comprise transforming M. smegmatis or M. vaccae with nucleic acids 

encoding a protein and culturing the transformed cell at 28 °C. In 

the examples, guinea pigs immunized with the 30 kD extracellular protein 

and then challenged with aerosolized M. tuberculosis were 

protected against death. Guinea pigs immunized with the 71 kD 

extracellular protein maintained a consistent body weight over 13 wk after 

the challenge. The 30 and 71 kD proteins also showed a cell-mediated 

immune response as measured by skin testing. The 71 kD protein was 

effective at stimulating cell -mediated immunity in humans as measured by 

the proliferation of peripheral blood lymphocytes from PPD-pos. 

individuals . 
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AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and production 

are presented. The most prevalent or majorly abundant extracellular 

products of a target pathogen are selected irresp. of their absolute mol . 

immunogenicity and used as vaccines to stimulate a protective 

immune response in mammalian hosts against subsequent infection by the 

target pathogen. The majorly abundant extracellular products may be 

characterized and distinguished by their resp. N-terminal amino acid, 

amino acid, or DNA sequences. As the vaccines may comprise 

different combinations of the extracellular products, subunits thereof, or 

encoding nucleic acids, a broad range of effective immunotherapeutic 

compns . are provided by the present invention. In addition to other 

infectious agents, the vaccines so produced can be used to 

stimulate an effective immune response against intracellular pathogens and 

in particular Mycobacterium tuberculosis. The identification of 

14 proteins of 12-110 kDa from culture supernatant s of M. 

tuberculosis is demonstrated. Guinea pigs vaccinated 

with a 30 kDa protein showed a strong cell -mediated response to challenge 
with the protein in skin tests. Guinea pigs immunized with this protein 
showed a stronger immune response to challenge with aerosolized M. 
tuberculosis and a survival rate of 67% (4/6) compared to 17& 
(1/6) for sham vaccinated control animals. Use of combinations 
of proteins in vaccines is also demonstrated. 
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AB Immunogenic compns. and immunotherapeutics comprising recombinant 

attenuated intracellular pathogens that have been transformed to express 
recombinant immunogenic antigens of the same or other intracellular 
pathogens are provided. Exemplary immunogenic compns. include, but are 
not limited to attenuated recombinant Mycobacteria, e.g. BCG expressing 
the major extracellular non-fusion proteins of Mycobacteria and/or other 
intracellular pathogens. Other embodiments are provided wherein the 
recombinant attenuated intracellular pathogen is auxotrophic. 
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AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and 
production are presented. The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irrespective of 
their absolute molecular immunogenicity and used as vaccines to 
stimulate a protective immune response in mammalian hosts against 
subsequent infection by the target pathogen. The majorly abundant 
extracellular products may be characterized and distinguished by their 
respective N-terminal amino acid or DNA sequences. As the 
vaccines may comprise different combinations of the extracellular 
products, subunits thereof, or encoding nucleic acids, a broad range of 
effective immunotherapeutic compositions are provided by the present 



invention. In addition to other infectious agents, the vaccines 

so produced can be used to stimulate an effective immune response against 

intracellular pathogens and in particular Mycobacterium 

tuberculosis . 
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AB Novel antimicrobial compositions containing analogues of 

L-methionine-SR-sulfoximine (MSO) that are effective in treating 
intracellular pathogen infections are provided. Specifically, the 
compostions provided are MSO analogues having superior antimicrobial 
activity with significantly less toxicity as compared to MSO. These MSO 
analogues are suitable for use in treating infection in animals 
including primates, cows, pigs, horses, rabbits, mice, rats, cats, and 
dogs. Moreover, the MSO analogues are ideally suited for treating 
infections caused by the genus Mycobacterium. Additionally, methods for 
using the novel MSO analogues are also provided. 
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AB Recombinant mycobacteria expressing Mycobacterium tuberculosis 
extracellular proteins are leading candidates for new vaccines 
against tuberculosis and other mycobacterial diseases, and 
important tools both in anti mycobacterial drug development and basic 
research in mycobacterial pathogenesis. Recombinant mycobacteria that 
stably overexpress and secrete major extracellular proteins of M. 
tuberculosis in native form on plasmids pSMT3 and pNBVl were 
previously constructed by the authors. To enhance the versatility of this 
plasmid-based approach for mycobacterial protein expression, the 
Escherichia coli/mycobacteria shuttle plasmid pGB9 was modified to 
accommodate mycobacterial genes expressed from their endogenous promoters . 



Previous studies showed that the modified plasmid, designated pGB9.2, 
derived from the cryptic Mycobacterium fortuitum plasmid pMFl, was present 
at a low copy number in both E. coli and mycobacteria, and expression of 
recombinant M. tuberculosis proteins was found to be at levels 
paralleling its copy number, that is, approximating their endogenous 
levels. Plasmid pGB9.2 was compatible with the shuttle vectors pSMT3 and 
pNBVl and in combination with them it simultaneously expressed the M. 
tuberculosis 3 0 kDa extracellular protein FbpB. Plasmid pGB9.2 
was stably maintained in the absence of selective pressure in three 
mycobacterial species: Mycobacterium bovis BCG, M. tuberculosis 
and M. smegmatis. Plasmid pGB9.2 was found to be self -transmissible 
between both fast- and slow-growing mycobacteria, but not from 
mycobacteria to E. coli or between E. coli strains. The combination of 
two compatible plasmids in one BCG strain allows expression of recombinant 
mycobacterial proteins at different levels, a potentially important factor 
in optimizing vaccine potency. 
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AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and 
production are presented. The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irrespective of 
their absolute molecular immunogenicity and used as vaccines to 
stimulate a protective immune response in mammalian hosts against 
subsequent infection by the target pathogen. The majorly abundant 
extracellular products may be characterized and distinguished by their 
respective N-terminal amino acid, amino acid, or DNA sequences. As the 
vaccines may comprise different combinations of the extracellular 
products, subunits thereof, or encoding nucleic acids, a broad range of 
effective immunotherapeutic compositions are provided by the present 
invention. In addition to other infectious agents, the vaccines 
so produced can be used to stimulate an effective immune response against 
intracellular pathogens and in particular Mycobacterium 
tuberculosis . 
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AB The authors disclose an immunogenic composition for inducting a protective 
immunity against Mycobacterium tuberculosis in an animal host. 
The immunogenic composition consists of attenuated Mycobacterium BCG that has 
been transformed to express the major extracellular protein of M, 
tuberculosis . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and 
production are presented. The most prevalent or majorly abundant 



extracellular products of a target pathogen are selected irrespective of 

their absolute molecular immunogenicity and used as vaccines 

to stimulate a protective immune response in mammalian hosts against 

subsequent infection by the target pathogen. The majorly abundant 

extracellular products may be characterized and distinguished by their 

respective N-terminal amino acid or DNA sequences. As the 

vaccines may comprise different combinations of the 

extracellular products, subunits thereof, or encoding nucleic acids, a 
broad range of effective immunotherapeutic compositions are provided by 
the present invention. In addition to other infectious agents, the 
vaccines so produced can be used to stimulate an effective 
immune response against intracellular pathogens and in particular 
Mycobacterium tuberculosis. 
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AB Tuberculosis (TB) remains an enormous global health problem, and 
a new vaccine against TB more potent than the current inadequate 
vaccine, Mycobacterium bovis BCG, is urgently needed. We describe 
a recombinant BCG vaccine (rBCG30) expressing and secreting the 
3 0-kDa major secretory protein of Mycobacterium tuberculosis, 
the primary causative agent of TB, that affords greater survival after 
challenge than parental BCG in the highly demanding guinea pig model of 
pulmonary TB. Animals immunized with rBCG30 and then challenged by 
aerosol with a highly virulent strain of M. tuberculosis 
survived significantly longer than animals immunized with conventional 
BCG. The parental and recombinant vaccine strains are 

comparably avirulent in guinea pigs, as they display a similar pattern of 
growth and clearance in the lung, spleen, and regional lymph nodes. The 
pMTB30 plasmid encoding the 30-kDa protein is neither self -transmissible 
nor mobilizable to other bacteria, including mycobacteria. The pMTB30 
plasmid can be stably maintained in Escherichia coli but is expressed only 
in mycobacteria. The recombinant and parental strains are sensitive to 
the same antimycobacterial antibiotics. rBCG3 0, the first vaccine 
against TB more potent than nearly century-old BCG, is being readied for 
human clinical trials. 
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AB Vaccines and immunotherapeutics for preventing intracellular 

pathogen diseases in mammals are provided that consist of recombinant 

attenuated intracellular pathogens that have been transformed to express 

recombinant immunogenic antigens of the same or other intracellular 

pathogens. Exemplary vaccines and immunotherapeutics include 

attenuated recombinant Mycobacteria expressing the major extracellular 

non-fusion proteins of Mycobacteria and/or other intracellular pathogens. 

These exemplary vaccines are shown to produce surprisingly 

potent protective immune responses in mammals that surpass those of any 

previously known anti-mycobacterium vaccine. More specifically, 

a recombinant BCG expressing the 30 kDa major extracellular non-fusion 

protein of Mycobacterium tuberculosis is provided. 

Additionally, methods for preventing and treating diseases caused by 
intracellular pathogens are provided. The methods of treating and 
preventing intracellular pathogen diseases utilize the described 
surprisingly efficacious vaccines and immunotherapeutics. 

L2 ANSWER 23 OF 3 9 CAPLUS COPYRIGHT 2 006 ACS on STN DUPLICATE 15 
AN 2002:794137 CAPLUS 
DN 137:309483 

TI Abundant extracellular bacterial products and methods for their production 

and use as vaccines, in particular for Mycobacterium 

tuberculosis 
IN Horwitz, Marcus A. 

PA The Regents of the University of California, USA 

SO U.S. Pat. Appl. Publ., 45 pp., Cont . -in-part of U. S. Ser. No. 156,358. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI US 2002150592 Al 20021017 US 2001-953457 20010914 

US 6146939 A 20001114 US 1998-156358 19980918 

PRAI US 1998-156358 A2 19980918 

AB Vaccines based on combinations of majorly abundant extracellular 

products of pathogens and methods for their use and production are presented. 
The most prevalent or majorly abundant extracellular products of a target 
pathogen are selected irresp. of their absolute mol . immunogenicity and used 
as vaccines to stimulate a protective immune response in 

mammalian hosts against subsequent infection by the target pathogen. The 
majorly abundant extracellular products may be characterized and 
distinguished by their resp. N-terminal amino acid sequences. As the 
vaccines may comprise different combinations of the extracellular 
products, a broad range effective immunotherapeutic compns. are provided 
by the present invention. In addition to other infectious agents, the 
vaccines so produced can be used to stimulate an effective immune 
response against intracellular pathogens and in particular Mycobacterium 
tuberculosis. Most expts . were done in the guinea pig models. In 
one embodiment cell -mediated immunity was tested in PPD-pos. and -neg. 
humans with one of the purified majorly abundant protein of 71 kDa. The 
proliferation of lymphocytes was studied in a standard assay. The mean peak 
stimulation index of PPD-pos. individuals was 2-fold higher to the 71 kDa 
protein and 3-fold higher to PPD than in PPD-negatives . Among the 
PPD-pos. individuals, there was a linear correlation between the peak 
stimulation indexes to the 71 kDa protein and to PPD, demonstrating the 
induction of a strong cell -mediated response to the most prominent 
extracellular products of M. tuberculosis in humans previously 



exposed to it. The data correspond to the reactivity profile seen in 
guinea pigs and confirm the applicability of the guinea pig model to other 
mammals subject to infection. 

L2 ANSWER 24 OF 39 CAPLUS COPYRIGHT 2006 ACS on STN DUPLICATE 16 
AN 2002:716867 CAPLUS 
DN 137:246532 

TI Vaccines comprising immunodominant epitope of pathogen 

extracellular products for immunotherapy of pathogenic infection 
IN Horwitz, Marcus A.; Harth, Gunter 
PA The Regents of the University of California, USA 

SO U.S. Pat. Appl. Publ., 82 pp., Cont . -in-part of U.S. Ser. No. 157,689. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 6 





PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


PI 


US 


2002131975 


Al 


20020919 


US 


2001-953510 


20010914 




US 


6818223 


B2 


20041116 










US 


6752993 


Bl 


20040622 


US 


1993-156358 


19931123 




WO 


9605223 


Al 


19960222 


WO 


1995-US2373 


19950224 






W: MX 














US 


6761894 


Bl 


20040713 


US 


1995-447398 


19950523 




US 


6599510 


Bl 


20030729 


US 


1998-157689 


19980921 




AU 


9886140 


Al 


19990114 


AU 


1998-86140 


19980922 




AU 


728433 


B2 


20010111 










JP 


2005104983 


A2 


20050421 


JP 


2004-321293 


20041104 


PRAI 


US 


1993-156358 


A2 


19931123 










US 


1994-289667 


B2 


19940812 










US 


1995-447398 


A2 


19950523 










US 


1995-551149 


B2 


19951031 










US 


1996-652842 


Bl 


19960523 










US 


1996-568357 


B2 


19961206 










US 


1998-157689 


A2 


19980921 










AU 


1995-10977 


A3 


19941118 










JP 


1995-515114 


A3 


19941118 









AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and production 
are presented. The most prevalent or majorly abundant extracellular 
products of a target pathogen are selected irresp. of their absolute mol. 
immunogenicity and used as vaccines to stimulate a protective 
immune response in mammalian hosts against subsequent infection by the 
target pathogen. The majorly abundant extracellular products may be 
characterized and distinguished by their resp. N- terminal amino acid or 
DNA sequences. As the vaccines may comprise different 

combinations of the extracellular products, subunits thereof, or encoding 
nucleic acids, a broad range of effective immunotherapeutic compns. are 
provided by the present invention. In addition to other infectious agents, 
the vaccines so produced can be used to stimulate an effective 
immune response against intracellular pathogens and in particular 
Mycobacterium tuberculosis. 
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AB The authors disclose vaccines and immunotherapeutics for 

preventing intracellular pathogen diseases in mammals. In general, the 
therapy consists of recombinant attenuated intracellular pathogens that 
have been transformed to express recombinant extracellular antigens of the 
same or other intracellular pathogens. In one example, recombinant 
Mycobacteria bovis was engineered to express the p30 major extracellular 
protein of M. tuberculosis. Using a guinea pig model of 
tuberculosis, vaccination with the p3 0 recombinant 

bacterium was shown to ameliorate pathol . on aerosol challenge and to 
reduce bacteremia in lungs and spleen. 
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(U.S. corporation) 
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CLMN Number of Claims: 15 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method and composition are provided for treating intracellular 

pathogens that reside in phagosomes. The compositions include 
antibiotics which are conjugated with transferrin or other ligands to 
form conjugates that target membrane -bound pathogens. The conjugates are 
selectively taken up by infected phagosomes. Conjugates are provided 
which utilize transferrin as the targeting ligand for treating 
mycobacterium which reside in membrane -bound phagosomes. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and associated compositions are provided for the effective 

treatment of mammalian disease conditions associated with infection by 
pathogenic organisms through the identification of extracellular enzymes 
necessary for the growth or survival of the pathogenic organism and the 
subsequent interference with the functional activity of the identified 
extracellular enzyme to an extent sufficient to significantly inhibit 
the growth or survival of the pathogenic organism. 
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TI Recombinant bacillus Calmette-Guerin (BCG) vaccines expressing 
the Mycobacterium tuberculosis 30-kDa major secretory protein 
induce greater protective immunity against tuberculosis than 
conventional BCG vaccines in a highly susceptible animal model. 

AU Horwitz, Marcus A. [Reprint author] ; Harth, Gunter; Dillon, 
Barbara Jane; Maslesa-Galic, Sasa 

CS Department of Medicine, School of Medicine, University of California, 
10833 Le Conte Avenue, Los Angeles, CA, 90095, USA 

SO Proceedings of the National Academy of Sciences of the United States of 
America, (December 5, 2000) Vol. 97, No. 25, pp. 13853-13858. print. 
CODEN: PNASA6 . ISSN: 002 7-8424. 

DT Article 

LA English 

ED Entered STN: 31 Jan 2001 

Last Updated on STN: 12 Feb 2002 

AB Tuberculosis (TB) continues to ravage humanity, causing 2 

million deaths per year. A vaccine against TB more potent than 

the current live vaccine, bacillus Calmette-Guerin (BCG) , is 

desperately needed. Using two commercially available strains of BCG as 

host strains, BCG Connaught and Tice, we have constructed two recombinant 

BCG vaccines stably expressing and secreting the 3 0-kDa major 

secretory protein of Mycobacterium tuberculosis (M. tb.), the 

primary causative agent of TB. We have tested the efficacy of the two 

strains in the highly susceptible guinea pig model of pulmonary TB, a 

model noteworthy for its close resemblance to human TB. Animals immunized 

with the recombinant BCG vaccines and challenged by aerosol with 

a highly virulent strain of M, tb. had 0.5 logs fewer M. tb. bacilli in 

their lungs and 1 log fewer bacilli in their spleens on average than 

animals immunized with their parental conventional BCG vaccine 

counterparts. Statistically, these differences were highly significant. 

Paralleling these results, at necropsy, animals immunized with the 

recombinant BCG vaccines had fewer and smaller lesions in the 

lung, spleen, and liver and significantly less lung pathology than animals 

immunized with the parental BCG vaccines. The recombinant 

vaccines are the first vaccines against TB more potent 



than the current commercially available BCG vaccines, which were 
developed nearly a century ago. 
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TI T-Cell epitope mapping of the three most abundant extracellular proteins 

of Mycobacterium tuberculosis in outbred guinea pigs. 
AU Lee, Bai-Yu; Horwitz, Marcus A. [Reprint author] 

CS Department of Medicine, CHS 37-121, UCLA School of Medicine, 10833 Le 

Conte Ave., Los Angeles, CA, 90095-1688, USA 
SO Infection and Immunity, (May, 1999) Vol. 67, No. 5, pp. 2665-2670. print. 
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LA English 
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AB The three most abundant extracellular proteins of Mycobacterium 
tuberculosis, the 30-, 32-, and 16-kDa major extracellular 
proteins, are particularly promising vaccine candidates. We 
have mapped T-cell epitopes of these three proteins in outbred guinea pigs 
by immunizing the animals with each protein and assaying splenic 
lymphocyte proliferation against a series of overlapping synthetic 
peptides covering the entire length of the mature proteins. The 30-kDa 
protein contained nine immunodominant epitopes, the 32-kDa protein 
contained two immunodominant epitopes, and the 16-kDa protein contained a 
highly immunodominant region at its N terminus . The immunodominant 
epitopes of the 30- and 32-kDa proteins in outbred guinea pigs were 
frequently identified in healthy purif ied-protein-derivative-positive or 
BCG-vaccinated individuals in previous studies. The 
immunodominant epitopes of these major extracellular proteins have 
potential utility in an epitope-based vaccine against 
tuberculosis . 
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TI Characterization of exochelins of the Mycobacterium bovis type strain and 
BCG substrains. 
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AB Pathogenic mycobacteria must acquire iron in the host in order to multiply 
and cause disease. To do so, they release abundant quantities of 
siderophores called exochelins, which have the capacity to scavenge iron 
from host iron-binding proteins and deliver it to the mycobacteria. In 
this study, we have characterized the exochelins of Mycobacterium bovis, 
the causative agent of bovine and occasionally of human 
tuberculosis, and the highly attenuated descendant of M. bovis, 
bacillus Calmette-Guerin (BCG) , widely used as a vaccine against 
human tuberculosis. The M. bovis type strain, five substrains 
of M. bovis BCG (Copenhagen, Glaxo, Japanese, Pasteur, and Tice) , and two 
strains of virulent Mycobacterium tuberculosis all produce the 
same set of exochelins, although the relative amounts of individual 



exochelins may differ. Among these mycobacteria, the total amount of 
exochelins produced is greatest in M. tuberculosis, intermediate 
in M. bovis, and smallest in M . bovis BCG. 
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AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and production 

are presented. The most prevalent or majorly abundant extracellular 

products of a target pathogen are selected irresp. of their absolute mol . 

immunogenicity and used as vaccines to stimulate a protective 

immune response in mammalian hosts against subsequent infection by the 

target pathogen. The majorly abundant extracellular products may be 

characterized and distinguished by their resp. N- terminal amino acid, 

amino acid, or DNA sequences. As the vaccines may comprise 

different combinations of the extracellular products, subunits thereof, or 

encoding nucleic acids, a broad range of effective immunotherapeutic 

compns. are provided by the present invention. In addition to other 

infectious agents, the vaccines so produced can be used to 

stimulate an effective immune response against intracellular pathogens and 

in particular Mycobacterium tuberculosis. 
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nonpathogenic mycobacteria of four major Mycobacterium 

tuberculosis extracellular proteins considered to be leading 

vaccine candidates and drug targets. 
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DT Article 
LA English 

ED Entered STN : 9 Jul 1997 

Last Updated on STN: 9 Jul 1997 
AB Mycobacterium tuberculosis, the primary etiologic agent of 

tuberculosis, is the world's leading cause of death from a single 

infectious agent, and new vaccines and drugs to combat it are 

urgently needed. The major extracellular proteins of M. 

tuberculosis, which are released into its phagosome in 



macrophages, its host cells in humans, are leading candidates for a 
vaccine and prime targets for new drugs. However, the development 
of these biologicals has been hampered by the unavailability of large 
quantities of recombinant extracellular proteins identical to their native 
counterparts. In this report, we describe the heterologous expression and 
secretion of four major M. tuberculosis extracellular proteins 
(the 30-, 32, 16-, and 23.5-kDa proteins sbd the first, second, third, and 
eighth most abundant, respectively) in rapidly growing, nonpathogenic 
mycobacterial species. Multiple attempts to obtain secretion of the 
proteins by using Escherichia coli- and Bacillus subtilis-based expression 
systems were unsuccessful, suggesting that high-level expression and 
secretion of these Mycobacterium- specif ic proteins require a mycobacterial 
host. All four recombinant proteins were stably expressed from the cloned 
genes' own promoters at yields that were 5- to 10-fold higher than those 
observed for the native proteins. The four proteins were purified to 
apparent homogeneity from culture filtrates by ammonium sulfate 
precipitation and ion-exchange and molecular sieve chromatography. The 
recombinant proteins were indistinguishable from their native counterparts 
by multiple criteria. First, N-terminal amino acid sequence determination 
demonstrated that processing of the leader peptides was highly accurate. 
Second, sodium dodecyl sulf ate-polyacrylamide gel electrophoresis analysis 
revealed identical migration patterns. Third, mass spectrometry analysis 
confirmed that differences in mass were Itoreq 5 Da. A homolog of the M. 
tuberculosis 30-kDa protein was identified in M. smegmatis by 
means of DNA analyses and immunoscreening . This is the first time that 
secretion of recombinant M. tuberculosis extracellular proteins 
in their native form has been achieved. This study opens the door to mass 
production of correctly processed and secreted extracellular proteins of 
M. tuberculosis in a heterologous host and allows ready 
evaluation of their biologic and immunologic function. 
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AB Vaccines based on one or more combinations of major 

extracellular products of pathogens and methods for their use and production 

are presented. The most prevalent or abundant extracellular products of a 

target pathogen are selected irresp. of their absolute mol . immunogenicity and 

used as vaccines to stimulate a protective immune response in 

mammalian hosts against subsequent infection by the target pathogen. The 

major extracellular products may be characterized and distinguished by 

their resp. N-terminal amino acid, amino acid, or DNA sequences. As the 

vaccines may comprise different combinations of the extracellular 

products, subunits thereof, or encoding nucleic acids, a broad range of 

effective immunotherapeutic compns. are provided by the present invention. 

In addition to other infectious agents, the vaccines so produced 

can be used to stimulate an effective immune response against 

intracellular pathogens and in particular Mycobacterium 

tuberculosis . 
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AB Vaccines based on combinations of majorly abundant extracellular 

products of pathogens and methods for their use and production are presented. 
The most prevalent or majorly abundant extracellular products of a target 



pathogen are selected irresp. of their absolute mol . immunogenic ity and used 
as vaccines to stimulate a protective immune response in 

mammalian hosts against subsequent infection by the target pathogen. The 
majorly abundant extracellular products are characterized and 
distinguished by their resp. N- terminal amino acid sequences. As the 
vaccines may comprise different combinations of the extracellular 
products, a broad range effective immunotherapeutic compns. are provided 
by the present invention. In addition to other infectious agents, the 
vaccines so produced can be used to stimulate an effective immune 
response against intracellular pathogens and in particular Mycobacterium 
tuberculosis. Thus, 14 individual proteinaceous major 
extracellular products of M. tuberculosis having mol. wts. 
ranging from 110 kDa to 12 kDa were purified to a single band in PAGE, and 
their N-terminal amino acid sequences determined Immunization and the 
stimulation of acquired immunity in a mammalian host system (e.g., experiment 
guinea pigs) is accomplished by a series of s.c. or intradermal injections 
of these purified extracellular products either individually or in various 
combinations . 
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DN PREV199598220884 

TI Protective immunity against tuberculosis induced by 

vaccination with major extracellular proteins of Mycobacterium 
tuberculosis . 

AU Horwitz, Marcus A. [Reprint author] ; Lee, Byong-Wha Esther; 

Dillon, Barbara Jane; Harth, Gunter 
CS Dep. Medicine, Sch. Medicine, Univ. California, 10833 Le Conte Ave., Los 

Angeles, CA 90024, USA 
SO Proceedings of the National Academy of Sciences of the United States of 

America, (1995) Vol. 92, No. 5, pp. 1530-1534. 

CODEN: PNASA6 . ISSN: 0027-8424. 
DT Article 
LA English 

ED Entered STN: 23 May 1995 

Last Updated on STN: 23 May 1995 

AB Tuberculosis, caused by the intracellular pathogen Mycobacterium 

tuberculosis, is the world's leading cause of death in humans from 
a single infectious agent. A safe and effective vaccine against 
this scourge is urgently needed. This study demonstrates that 
immunization with the 30-kDa major secretory protein, alone or in 
combination with other abundant extracellular proteins of M. 
tuberculosis, induces strong cell-mediated immune responses and 
substantial protective immunity against aerosol challenge with virulent M. 
tuberculosis bacilli in the highly susceptible guinea pig model of 
pulmonary tuberculosis. Protection is manifested by decreased 
clinical illness including decreased weight loss, reduced mortality, and 
decreased growth of M. tuberculosis in the lungs and spleens of 
immunized animals compared with sham- immunized controls. This study 
demonstrates that purified major extracellular proteins of M. 
tuberculosis are candidate components of a subunit vaccine 
against tuberculosis and provides compelling support for the 
concept that extracellular proteins of intracellular pathogens are key 
immunoprotective molecules. 

L2 ANSWER 36 OF 39 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

AN 1995:147901 BIOSIS 
DN PREV199598162201 

TI Progress in the development of a subunit vaccine against 

tuberculosis and a new nonhuman primate model of pulmonary 
tuberculosis. 

AU Horwitz, Marcus A. [Reprint author]; Lee, Byong-Wha E. [Reprint 



author] ; Dillon, Barbara Jane [Reprint author] ; Harth, Gunter [Reprint 
author]; Tan, Esterlina V.; Dela Cruz, Eduardo C; Abalos, Rodolfo M.; 
Nazareno, Jerome B.; Young, Leon J.; Villahermosa, Laarni G. ; Walsh, 
Gerald P. 

CS Dep. Med., Univ. Calif., Los Angeles, CA, USA 

SO Journal of Cellular Biochemistry Supplement, (1995) Vol. 0, No. 19B, pp. 
60. 

Meeting Info.: Keystone Symposium on Molecular Mechanisms in Tuberculosis. 

Tamarron, Colorado, USA. February 19-25, 1995. 

ISSN: 0733-1959. 
DT Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
LA English 

ED Entered STN: 3 Apr 1995 

Last Updated on STN: 3 Apr 1995 

L2 ANSWER 37 OF 39 US PAT FULL on STN 
AN 92:33 907 USPATFULL 

TI Tuberculosis and legionellosis vaccines and methods 

for their production 
IN Horwitz, Marcus A., Los Angeles, CA, United States 

PA The Regents of the University of California, Berkeley, CA, United States 

(U.S. corporation) 
PI US 5108745 19920428 

AI US 1988-232664 19880816 (7) 

DT Utility 
FS Granted 

EXNAM Primary Examiner: Brown, Johnnie R. ; Assistant Examiner: Mohamed, Abdel 
A. 

LREP Poms, Smith, Lande & Rose 
CLMN Number of Claims: 17 
ECL Exemplary Claim: 1 

DRWN 2 Drawing Figure (s); 1 Drawing Page(s) 
LN.CNT 715 

AB Vaccines and methods for their use in producing effective 

immune responses in mammalian hosts subsequently exposed to infection by 
intracellular pathogens including Legionella pneumophila wherein 
extracellular products of the pathogens are used as vaccines. 
After selecting a target intracellular pathogen, extracellular products 
of the selected pathogen which stimulate strong lymphocyte proliferative 
responses in immune hosts are then utilized as vaccines to 
immunize subsequent mammalian hosts to the target intracellular 
pathogen. 

L2 ANSWER 38 OF 39 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on 

STN DUPLICATE 22 

AN 1993:51666 BIOSIS 
DN PREV199395027968 

TI Immunization with extracellular proteins of Mycobacterium 
tuberculosis induces cell-mediated immune responses and 
substantial protective immunity in a guinea pig model of pulmonary 
tuberculosis . 

AU Pal, Primepares G.; Horwitz, Marcus A. [Reprint author] 

CS Div. Infectious Diseases, Dep. Med., UCLA Sch. Med., Center Health Sci., 

Los Angeles, Calif. 90024, USA 
SO Infection and Immunity, (1992) Vol. 60, No. 11, pp. 4781-4792. 

CODEN: INFIBR. ISSN: 0019-9567. 
DT Article 
LA English 

ED Entered STN: 13 Jan 1993 

Last Updated on STN: 13 Jan 1993 

AB We have studied the capacity of a selected fraction of Mycobacterium 
tuberculosis extracellular proteins (EP) released into broth 
culture by mid-logarithmic-growth-phase organisms to induce cell-mediated 



immune responses and protective immunity in a guinea pig model of 
pulmonary tuberculosis. Guinea pigs infected with M. 
tuberculosis by aerosol but not uninfected control guinea pigs 
exhibit strong cell-mediated immune responses to EP, manifest by 
dose -dependent cutaneous delayed-type hypersensitivity and splenic 
lymphocyte proliferation. Guinea pigs immunized subcutaneously with EP 
but not sham- immunized control guinea pigs also develop strong 
cell-mediated immune responses to EP, manifest by dose -dependent cutaneous 
delayed-type hypersensitivity and splenic lymphocyte proliferation. EP is 
nonlethal and nontoxic to guinea pigs upon subcutaneous immunization. 
Guinea pigs immunized with EP and then challenged with aerosolized M. 
tuberculosis exhibit protective immunity. In five independent 
experiments, EP-immunized guinea pigs were consistently protected against 
clinical illness, including weight loss. Compared with EP-immunized 
guinea pigs, sham- immunized control guinea pigs lost 12.9 +- 2.0% (mean +- 
SE) of their total body weight. EP-immunized guinea pigs also had a 
10-fold reduction in viable M. tuberculosis bacilli in their 
lungs and spleens (P = 0.004 and 0.001, respectively) compared with 
sham- immunized control animals. In the two experiments in which some 
guinea pigs died after aerosol challenge, EP-immunized animals were 
protected from death. Whereas all 12 (100%) EP-immunized guinea pigs 
survived challenge with aerosolized M. tuberculosis, only 6 of 
12 (50%) sham- immunized control guinea pigs survived challenge (P = 0.007, 
Fisher exact test) . This study demonstrates that actively growing M. 
tuberculosis cells release immunoprotective molecules 
extracellularly, that a subunit vaccine against 

tuberculosis is feasible, and that extracellular molecules of M. 
tuberculosis are potential candidates for a subunit 
vaccine . 

L2 ANSWER 39 OF 39 JAPIO (C) 2006 JPO on STN 
AN 2005-104983 JAPIO 

TI ABUNDANT EXTRACELLULAR PRODUCT, METHOD FOR PRODUCING THE SAME AND USE 

THEREOF 
IN HORWITZ MARCUS A 
PA UNIV CALIFORNIA 

PI JP 2005104983 A 20050421 Heisei 

AI JP 2004-321293 ( JP2004321293 Heisei) 20041104 

PRAI US 1993-156358 19931123 

US 1994-289667 19940812 
SO PATENT ABSTRACTS OF JAPAN (CD-ROM), Unexamined Applications, Vol. 2005 
AB PROBLEM TO BE SOLVED: To provide a new vaccine for applying to 

stimulate effective immune response to infectious pathogens of 

Mycobacterium in mammalian hosts. 

SOLUTION: The vaccines comprise at least one major extracellular 
product selected from a group consisting of HOkD protein, 80kD protein, 
71kD protein, 58kD protein, 45kD protein, 32A kD protein, 32B kD protein, 
30kD protein, 24kD protein, 23.5kD protein, 23kD protein, 16kD protein, 
14kD protein and 12kD protein each of M. tuberculosis. 
COPYRIGHT : (C) 2005 , JPO&NCIPI 
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L4 ANSWER 1 OF 2 7 BIOS IS COPYRIGHT (c) 2 006 The Thomson Corporation on STN 
AN 2006:335545 BIOSIS 
DN PREV200600340001 

TI Abundant extracellular products and methods for their production and use. 
AU Horwitz, Marcus A. [Inventor]; Harth, Gunter [Inventor] 
CS Los Angeles, CA USA 

ASSIGNEE: The Regents of The University of California 
PI US 07002002 20060221 

SO Official Gazette of the United States Patent and Trademark Office Patents, 
(FEB 21 2006) 

CODEN: OGUPE7. ISSN: 0098-1133. 
DT Patent 
LA English 

ED Entered STN: 5 Jul 2006 

Last Updated on STN: 5 Jul 2006 

AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and 
production are presented. The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irrespective of 
their absolute molecular immunogenic ity and used as vaccines to 
stimulate a protective immune response in mammalian hosts against 
subsequent infection by the target pathogen. The majorly abundant 
extracellular products may be characterized and distinguished by their 
respective N-terminal amino acid, amino acid, or DNA sequences. As the 
vaccines may comprise different combinations of the extracellular 
products, subunits thereof, or encoding nucleic acids, a broad range of 
effective immunotherapeutic compositions are provided by the present 
invention. In addition to other infectious agents, the vaccines 
so produced can be used to stimulate an effective immune response against 
intracellular pathogens and in particular Mycobacterium 
tuberculosis . 
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Treatment of mycobacterium tuberculosis with antisense 
oligonucleotides 

Horwitz, Marcus A., Los Angeles, CA, UNITED STATES 

Harth, Gunter, Los Angeles, CA, UNITED STATES 
Zamecnik, Paul C, Boston, MS, UNITED STATES 
Tabatadze, David, Marlborough, MA, UNITED STATES 



PRAI 

DT 

FS 

LREP 
CLMN 



US 2006183676 Al 
US 2002-478268 Al 
WO 2002-US15963 



20060817 
20020520 (10) 
20020520 
20031118 PCT 371 date 
20010518 (60) 



US 2001-292096P 
Utility 
APPLICATION 

GATES & COOPER LLP, HOWARD HUGHES CENTER, 6701 CENTER DRIVE WEST, SUITE 
1050, LOS ANGELES, CA, 90045, US 
Number of Claims: 21 



ECL Exemplary Claim: 1 
DRWN 22 Drawing Page(s) 
LN.CNT 3112 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods of inhibiting the proliferation of Mycobacterium 
tuberculosis comprising contacting Mycobacterium 
tuberculosis with an effective amount of a polynucleotide 
complementary to an mRNA transcript expressed by Mycobacterium 
tuberculosis are provided. Typical methods of the invention 
utilize phosphorothioate modified antisense polynucleotides (PS-ODNs) 
against the mRNA of M. tuberculosis genes such as glutamine 
synthetase, aroA, ask, groES, and the genes of the Antigen 85 complex. 
Optionally, the methods employ multiple antisense polynucleotides 
targeting different Mycobacterium tuberculosis transcripts. In 
preferred embodiments of the invention, the antisense polynucleotides 
are complementary to the 5' regions of the Mycobacterium 
tuberculosis transcripts . 

L4 ANSWER 3 OF 27 USPATFULL on STN 
AN 2006:214601 USPATFULL 

TI Abundant extracellular products and methods for their production and use 

IN Horwitz, Marcus A., Los Angeles, CA, UNITED STATES 

Harth, Gunter, Los Angeles, CA, UNITED STATES 
PI US 2006182754 Al 20060817 

AI US 2006-334951 Al 20060118 (11) 

RLI Continuation of Ser. No. US 2001-953413, filed on 14 Sep 2001, GRANTED, 
Pat. No. US 7002002 Continuation-in-part of Ser. No. US 1998-157689, 
filed on 21 Sep 1998, GRANTED, Pat. No. US 6599510 Continuation of Ser. 
No. US 1996-652842, filed on 23 May 1996, ABANDONED 

DT Utility 

FS APPLICATION 

LREP PRESTON GATES & ELLIS LLP, 1900 MAIN STREET, SUITE 600, IRVINE, CA, 

92614-7319, US 
CLMN Number of Claims : 11 
ECL Exemplary Claim: 1-11 
DRWN 12 Drawing Page(s) 
LN.CNT 3961 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and 
production are presented. The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irrespective of 
their absolute molecular immunogenicity and used as vaccines 
to stimulate a protective immune response in mammalian hosts against 
subsequent infection by the target pathogen. The majorly abundant 
extracellular products may be characterized and distinguished by their 
respective N-terminal amino acid, amino acid, or DNA sequences. As the 
vaccines may comprise different combinations of the 

extracellular products, subunits thereof, or encoding nucleic acids, a 
broad range of effective immunotherapeutic compositions are provided by 
the present invention. In addition to other infectious agents, the 
vaccines so produced can be used to stimulate an effective 
immune response against intracellular pathogens and in particular 
Mycobacterium tuberculosis. 
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TI Ant i -microbial agents derived from methionine sulfoximine analogues 

IN Harth, Gunther, Los Angeles, CA, UNITED STATES 

Griffith, Owen W, Milwaukee, WI, UNITED STATES 

Horwitz, Marcus A, Los Angeles, CA, UNITED STATES 
PI US 2006142251 Al 20060629 

AI US 2003-534660 Al 20031117 (10) 

WO 2003-US36705 20031117 



20051128 PCT 371 date 
PRAI US 2002-426502P 20021115 (60) 

US 2002-430407P 20021202 (60) 

DT Utility 
FS APPLICATION 

LREP PRESTON GATES & ELLIS LLP, 1900 MAIN STREET, SUITE 600, IRVINE, CA, 

92614-7319, US 
CLMN Number of Claims: 14 
ECL Exemplary Claim: 1 
DRWN 6 Drawing Page ( s ) 
LN.CNT 1134 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel antimicrobial compositions containing analogues of 

L-methionine-SR-sulfoximine (MSO) that are effective in treating 
intracellular pathogen infections are provided. Specifically, the 
compositions provided are MSO analogues having superior antimicrobial 
activity with significantly less toxicity as compared to MSO. These MSO 
analogues are suitable for use in treating infection in animals 
including primates, cows, pigs, horses, rabbits, mice, rats, cats, and 
dogs. Moreover, the MSO analogues are ideally suited for treating 
infections caused by the genus Mycobacterium. Additionally, methods for 
using the novel MSO analogues are also provided. 

L4 ANSWER 5 OF 27 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 

DUPLICATE 1 
AN 2006:324634 BIOSIS 
DN PREV200600325284 

TI A novel live recombinant mycobacterial vaccine against bovine 

tuberculosis more potent than BCG. 
AU Horwitz, Marcus A. [Reprint Author]; Harth, Guenter; Dillon, 

Barbara Jane; Maslesa-Galic, Sasa 
CS Univ Calif Los Angeles, Sch Med, Dept Med, CHS 37-121,10833 Le Conte Ave, 

Los Angeles, CA 90095 USA 

mhorwit z@mednet . ucla . edu 
SO Vaccine, (MAR 6 2006) Vol. 24, No. 10, pp. 1593-1600. 

CODEN: VACCDE. ISSN: 0264-410X. 
DT Article 
LA English 

ED Entered STN: 21 Jun 2006 

Last Updated on STN : 21 Jun 2006 

AB Mycobacterium bovis infection of cattle and other domesticated animals 
exacts a significant economic toll in both economically developing and 
industrialized countries. Vaccination of herds and/or wild 
animals that share their grazing land and serve as reservoirs of infection 
has been proposed as a strategy to combat bovine tuberculosis. 
However, the only currently available vaccine, M. bovis Bacille 
Calmette-Guerin (BCG), is not highly efficacious. Here we show that a 
live recombinant vaccine, rBCG30, which expresses large amounts 
of the Mycobacterium tuberculosis 30kDa major secretory protein, 
is more efficacious against bovine tuberculosis than BCG in the 
highly demanding guinea pig model of pulmonary tuberculosis. 
Compared with the parental wild- type BCG strain, rBCG3 0 administered 
intradermally induced significantly greater cell -mediated and humoral 
immune responses against the 3 0kDa protein, as determined by measuring 
cutaneous delayed-type hypersensitivity and antibody titers. As for 
potency, in three independent experiments, rBCG3 0 induced greater 
protective immunity than BCG against aerosol challenge with a highly 
virulent strain of M. bovis, reducing the burden of M. bovis by 0.4 +/- 
0.2 log colony- forming units (CFU) in the lung (P < 0.05) and by 1.1 +/- 
0.4 log CFU in the spleen (P = 0.0005) below the level in BCG-immunized 
animals. A recombinant BCG vaccine overexpressing the identical 
M. bovis 30kDa protein, rBCG30Mb, also induced greater cell-mediated and 
humoral immunity against the 3 0 kDa protein than BCG and greater 
protective immunity against M. bovis challenge; however, its potency was 



not significantly different from rBCG30. As rBCG30 is significantly more 
potent than BCG against M. bovis challenge, it has potential as a 
vaccine against bovine tuberculosis in domesticated 

animals and in wild animal reservoirs, (c) 2005 Elsevier Ltd. All rights 
reserved. 
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DUPLICATE 2 
AN 2006:249836 BIOSIS 
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TI Extraordinarily few organisms of a live recombinant BCG vaccine 
against tuberculosis induce maximal cell -mediated and protective 
immunity. 

AU Horwitz, Marcus A. [Reprint Author] ; Harth, Gunter; Dillon, 

Barbara Jane; Maslesa-Galic, Sasa 
CS Univ Calif Los Angeles, Dept Med, Sch Med, CHS 37-121,10833 Le Conte Ave, 

Los Angeles, CA 90095 USA 

mhorwitzOmednet . ucla . edu 
SO Vaccine, (JAN 23 2006) Vol. 24, No. 4, pp. 443-451. 

CODEN: VACCDE. ISSN: 0264-410X. 
DT Article 
LA English 

ED Entered STN: 26 Apr 2006 

Last Updated on STN: 26 Apr 2006 
AB In previous studies, we have described a live recombinant BCG 

vaccine (rBCG30) overexpressing the 30 kDa major secretory protein 

of Mycobacterium tuberculosis that induces greater protective 

immunity against tuberculosis than the current vaccine 

in the demanding guinea pig model of pulmonary tuberculosis. In 

this study, we have investigated the impact of vaccine dose on 

the development of cell -mediated and protective immunity in the guinea pig 

model. We found that the protective efficacy against M. 

tuberculosis aerosol challenge of both BCG and rBCG30 was * 

essentially dose -independent over a dose range of 10(1) -10 (6) live 

organisms. As previously observed, rBCG30 was more potent, reducing 

colony- forming units (CFU) below the level observed in animals immunized 

with the parental BCG vaccine by 0.7 logs in the lungs and 1.0 

logs in the spleen (P < 0.0001). To gain abetter understanding of the 

influence of dose on bacterial clearance and immunity, we assessed animals 

immunized with 10(1), 10(3), or 10(6) CFU of rBCG30. The higher the dose, 

the higher the peak CFU level achieved in animal organs. However, whereas 

humoral immune responses to the 3 0kDa protein reflected the disparate CFU 

levels, cell-mediated immune responses did not; high and low doses of 

rBCG30 ultimately induced comparable peak lymphocyte proliferative 

responses and cutaneous delayed-type hypersensitivity responses to the 

30kDa protein. We estimate that the amount of the 30 kDa protein required 

to induce a strong cell -mediated immune response when delivered via 10 

rBCG30 organisms is about 9 orders of magnitude less than that required 

when the protein is delivered in a conventional protein/adjuvant 

vaccine. This study demonstrates that a very low inoculum of 

rBCG30 organisms has the capacity to induce strong protective immunity 

against tuberculosis and that rBCG30 is an extremely potent 

delivery system for mycobacterial antigens, (c) 2005 Elsevier Ltd. All 

rights reserved. 
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TI Recombinant Mycobacterium BCG as vector for heterologous antigens of 

intracellular pathogens 
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AB The authors disclose recombinant attenuated Mycobacterium BCG that has 
been transformed to express recombinant immunogenic antigens from M. 
tuberculosis. Exemplary immunogens include, but are not limited 
to, the major extracellular non-fusion proteins of mycobacteria and/or 
other intracellular pathogens. Other embodiments are provided wherein the 
recombinant attenuated intracellular pathogen is auxotrophic. 
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TI Enhancing the protective efficacy of Mycobacterium bovis BCG 

vaccination against tuberculosis by boosting with the 

Mycobacterium tuberculosis major secretory protein. 
AU Horwitz, Marcus A. [Reprint Author] ; Harth, Guenter; Dillon, 

Barbara Jane; Maslesa-Galic, Sasa 
CS Univ Calif Los Angeles, Sch Med, Dept Med, CHS 37-121,10833 Le Conte Ave, 

Los Angeles, CA 90095 USA 

mhorwit z@mednet . ucla . edu 
SO Infection and Immunity, (AUG 2005) Vol. 73, No. 8, pp. 4676-4683. 

CODEN: INFIBR. ISSN: 0019-9567. 
DT Article 
LA English 

ED Entered STN: 26 Oct 2005 

Last Updated on STN: 26 Oct 2005 

AB Tuberculosis continues to ravage humanity, killing 2 million 

people yearly. Most cases occur in areas of the world to which the 

disease is endemic, where almost everyone is vaccinated early in 

life with Mycobacterium bovis BCG, the currently available vaccine 

against tuberculosis. Thus, while more-potent vaccines 

are needed to replace BCG, new vaccines are also needed to boost 

the immune protection of the 4 billion people already vaccinated 

with BCG. Until now, no booster vaccine has been shown capable 

of significantly enhancing the level of protective immunity induced by BCG 

in the stringent guinea pig model of pulmonary tuberculosis, the 

"gold standard" for testing tuberculosis vaccines. In 

this paper, we describe a booster vaccine for BCG comprising the 

purified recombinant Mycobacterium tuberculosis 3 0-kDa protein, 

the major secreted protein of this pathogen. In the guinea pig model of 

pulmonary tuberculosis, boosting BCG- immunized animals once with 

the 3 0-kDa protein greatly increased cell -mediated and humoral immune 



responses to the protein in three consecutive experiments. Most 
importantly, boosting BCG-immunized animals once with the 30-kDa protein 
significantly enhanced protective immunity against aerosol challenge with 
highly virulent M . tuberculosis, as evidenced by a significantly 
reduced lung and spleen burden of M. tuberculosis compared with 
those for nonboosted BCG-immunized animals (mean additional reduction in 
CFU of 0.4 +/- 0.1 log in the lung [P = 0.03] and 0.6 +/- 0.1 log in the 
spleen [P = 0.002]). This study suggests that administering BCG-immunized 
people a booster vaccine comprising the 3 0-kDa protein may 
enhance their level of immunoprotection against tuberculosis. 

L4 ANSWER 9 OF 27 CAPLUS COPYRIGHT 2 006 ACS on STN DUPLICATE 4 
AN 2004:1005855 CAPLUS 
DN 141:423309 

TI Combinations of abundant extracellular proteins from Mycobacterium 
tuberculosis and methods for their production and use as 
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The 


! inventions 


involves 


vaccines based 


on 


one or more 





combinations of majorly abundant extracellular products of pathogens and 
methods for their use and production The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irresp. of their 
absolute mol. immunogenicity and used as vaccines to stimulate a 
protective immune response in mammalian hosts against subsequent infection 
by the target pathogen. The majorly abundant extracellular products may 
be characterized and distinguished by their resp. N-terminal amino acid, 
amino acid, or DNA sequences. The vaccines may comprise 

different combinations of the extracellular products, subunits thereof, or 

encoding nucleic acids. The vaccines so produced can be used to 

stimulate an effective immune response against intracellular pathogens and 

in particular Mycobacterium tuberculosis. The invention further 

claims use of immunodominant epitopes comprising peptide sequences from M. 

tuberculosis 32A kD protein subunits and an adjuvant selected from 

IL-12 and MF 59. In addition, the immunodominant epitopes may be used as 

immunodiagnostic agents for Mycobacterium infections in a mammalian host. 

Methods of producing abundant extracellular products selected from the 

group of M. tuberculosis 110 kD, 80 kD, 71 kD, 58 kD, 45 kD, 32A 



kD, 32B kD, 30 kD, 24 kD, 23.5 kD, 23 kD, 16 kD, 14 kD, and 12 kD proteins 
comprise transforming M. smegmatis or M. vaccae with nucleic acids 
encoding a protein and culturing the transformed cell at 28 °C. In 
the examples, guinea pigs immunized with the 30 kD extracellular protein 
and then challenged with aerosolized M. tuberculosis were 
protected against death. Guinea pigs immunized with the 71 kD 
extracellular protein maintained a consistent body weight over 13 wk after 
the challenge. The 30 and 71 kD proteins also showed a cell -mediated 
immune response as measured by skin testing. The 71 kD protein was 
effective at stimulating cell -mediated immunity in humans as measured by 
the proliferation of peripheral blood lymphocytes from PPD-pos. 
individuals . 
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AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and production 

are presented. The most prevalent or majorly abundant extracellular 

products of a target pathogen are selected irresp. of their absolute mol . 

immunogenicity and used as vaccines to stimulate a protective 

immune response in mammalian hosts against subsequent infection by the 

target pathogen. The majorly abundant extracellular products may be 

characterized and distinguished by their resp. N-terminal amino acid, 

amino acid, or DNA sequences. As the vaccines may comprise 

different combinations of the extracellular products, subunits thereof, or 

encoding nucleic acids, a broad range of effective immunotherapeutic 

compns. are provided by the present invention. In addition to other 

infectious agents, the vaccines so produced can be used to 

stimulate an effective immune response against intracellular pathogens and 

in particular Mycobacterium tuberculosis. The identification of 

14 proteins of 12-110 kDa from culture supernatants of M. 



tuberculosis is demonstrated. Guinea pigs vaccinated 

with a 30 kDa protein showed a strong cell-mediated response to challenge 
with the protein in skin tests. Guinea pigs immunized with this protein 
showed a stronger immune response to challenge with aerosolized M. 
tuberculosis and a survival rate of 67% (4/6) compared to 17& 
(1/6) for sham vaccinated control animals. Use of combinations 
of proteins in vaccines is also demonstrated. 
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AB 


Immunogenic compns . 


and 


immunotherapeutics comprising recombinant 



attenuated intracellular pathogens that have been transformed to express 
recombinant immunogenic antigens of the same or other intracellular 
pathogens are provided. Exemplary immunogenic compns. include, but are 
not limited to attenuated recombinant Mycobacteria, e.g. BCG expressing 
the major extracellular non- fusion proteins of Mycobacteria and/or other 
intracellular pathogens. Other embodiments are provided wherein the 
recombinant attenuated intracellular pathogen is auxotrophic. 
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AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and 
production are presented. The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irrespective of 
their absolute molecular immunogenicity and used as vaccines to 
stimulate a protective immune response in mammalian hosts against 
subsequent infection by the target pathogen. The majorly abundant 
extracellular products may be characterized and distinguished by their 
respective N-terminal amino acid or DNA sequences. As the 
vaccines may comprise different combinations of the extracellular 
products, subunits thereof, or encoding nucleic acids, a broad range of 
effective immunotherapeutic compositions are provided by the present 
invention. In addition to other infectious agents, the vaccines 
so produced can be used to stimulate an effective immune response against 
intracellular pathogens and in particular Mycobacterium 
tuberculosis. 
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AB Novel antimicrobial compositions containing analogues of 

L-methionine-SR-sulfoximine (MSO) that are effective in treating 
intracellular pathogen infections are provided. Specifically, the 
compostions provided are MSO analogues having superior antimicrobial 
activity with significantly less toxicity as compared to MSO. These MSO 
analogues are suitable for use in treating infection in animals 
including primates, cows, pigs, horses, rabbits, mice, rats, cats, and 
dogs. Moreover, the MSO analogues are ideally suited for treating 
infections caused by the genus Mycobacterium. Additionally, methods for 
using the novel MSO analogues are also provided. 
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Author] 
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AB Recombinant mycobacteria expressing Mycobacterium tuberculosis 
extracellular proteins are leading candidates for new vaccines 
against tuberculosis and other mycobacterial diseases, and 
important tools both in anti mycobacterial drug development and basic 
research in mycobacterial pathogenesis. Recombinant mycobacteria that 
stably overexpress and secrete major extracellular proteins of M. 
tuberculosis in native form on plasmids pSMT3 and pNBVl were 
previously constructed by the authors. To enhance the versatility of this 
plasmid-based approach for mycobacterial protein expression, the 
Escherichia coli/mycobacteria shuttle plasmid pGB9 was modified to 
accommodate mycobacterial genes expressed from their endogenous promoters. 
Previous studies showed that the modified plasmid, designated pGB9.2, 
derived from the cryptic Mycobacterium fortuitum plasmid pMFl, was present 
at a low copy number in both E. coli and mycobacteria, and expression of 
recombinant M. tuberculosis proteins was found to be at levels 
paralleling its copy number, that is, approximating their endogenous 
levels. Plasmid pGB9.2 was compatible with the shuttle vectors pSMT3 and 
pNBVl and in combination with them it simultaneously expressed the M. 
tuberculosis 30 kDa extracellular protein FbpB. Plasmid pGB9.2 
was stably maintained in the absence of selective pressure in three 
mycobacterial species: Mycobacterium bovis BCG, M. tuberculosis 
and M. smegmatis. Plasmid pGB9.2 was found to be self -transmissible 
between both fast- and slow-growing mycobacteria, but not from 
mycobacteria to E. coli or between E. coli strains. The combination of 
two compatible plasmids in one BCG strain allows expression of recombinant 
mycobacterial proteins at different levels, a potentially important factor 
in optimizing vaccine potency. 
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AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and 
production are presented. The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irrespective of 
their absolute molecular immunogenic ity and used as vaccines to 
stimulate a protective immune response in mammalian hosts against 
subsequent infection by the target pathogen. The majorly abundant 
extracellular products may be characterized and distinguished by their 
respective N-terminal amino acid, amino acid, or DNA sequences. As the 
vaccines may comprise different combinations of the extracellular 
products, subunits thereof, or encoding nucleic acids, a broad range of 
effective immunotherapeutic compositions are provided by the present 
invention. In addition to other infectious agents, the vaccines 
so produced can be used to stimulate an effective immune response against 
intracellular pathogens and in particular Mycobacterium 
tuberculosis . 
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Mycobacterium tuberculosis in an animal host, 
composition consists of attenuated Mycobacterium BCG that has 



been transformed to express the major extracellular protein of M, 
tuberculosis . 
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AB Tuberculosis (TB) remains an enormous global health problem, and 
a new vaccine against TB more potent than the current inadequate 
vaccine, Mycobacterium bovis BCG, is urgently needed. We describe 
a recombinant BCG vaccine (rBCG30) expressing and secreting the 
30-kDa major secretory protein of Mycobacterium tuberculosis, 
the primary causative agent of TB, that affords greater survival after 
challenge than parental BCG in the highly demanding guinea pig model of 
pulmonary TB. Animals immunized with rBCG30 and then challenged by 
aerosol with a highly virulent strain of M. tuberculosis 
survived significantly longer than animals immunized with conventional 
BCG. The parental and recombinant vaccine strains are 

comparably avirulent in guinea pigs, as they display a similar pattern of 
growth and clearance in the lung, spleen, and regional lymph nodes. The 
pMTB30 plasmid encoding the 30-kDa protein is neither self -transmissible 
nor mobilizable to other bacteria, including mycobacteria. The pMTB30 
plasmid can be stably maintained in Escherichia coli but is expressed only 
in mycobacteria. The recombinant and parental strains are sensitive to 
the same antimycobacterial antibiotics. rBCG30, the first vaccine 
against TB more potent than nearly century-old BCG, is being readied for 
human clinical trials. 
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AB Vaccines and immunotherapeutics for preventing intracellular 

pathogen diseases in mammals are provided that consist of recombinant 
attenuated intracellular pathogens that have been transformed to express 
recombinant immunogenic antigens of the same or other intracellular 
pathogens. Exemplary vaccines and immunotherapeutics include 



attenuated recombinant Mycobacteria expressing the major extracellular 

non-fusion proteins of Mycobacteria and/or other intracellular pathogens. 

These exemplary vaccines are shown to produce surprisingly 

potent protective immune responses in mammals that surpass those of any 

previously known anti-mycobacterium vaccine. More specifically, 

a recombinant BCG expressing the 30 kDa major extracellular non-fusion 

protein of Mycobacterium tuberculosis is provided. 

Additionally, methods for preventing and treating diseases caused by 
intracellular pathogens are provided. The methods of treating and 
preventing intracellular pathogen diseases utilize the described 
surprisingly efficacious vaccines and immunotherapeutics . 
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AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and production 
are presented. The most prevalent or majorly abundant extracellular 
products of a target pathogen are selected irresp. of their absolute mol. 
immunogenicity and used as vaccines to stimulate a protective 
immune response in mammalian hosts against subsequent infection by the 
target pathogen. The majorly abundant extracellular products may be 
characterized and distinguished by their resp. N- terminal amino acid or 
DNA sequences. As the vaccines may comprise different 

combinations of the extracellular products, subunits thereof, or encoding 
nucleic acids, a broad range of effective immunotherapeutic compns . are 
provided by the present invention. In addition to other infectious agents, 
the vaccines so produced can be used to stimulate an effective 
immune response against intracellular pathogens and in particular 
Mycobacterium tuberculosis. 
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AB The authors disclose vaccines and immunotherapeutics for 

preventing intracellular pathogen diseases in mammals. In general, the 
therapy consists of recombinant attenuated intracellular pathogens that 
have been transformed to express recombinant extracellular antigens of the 
same or other intracellular pathogens. In one example, recombinant 
Mycobacteria bovis was engineered to express the p30 major extracellular 
protein of M. tuberculosis. Using a guinea pig model of 
tuberculosis, vaccination with the p30 recombinant 

bacterium was shown to ameliorate pathol. on aerosol challenge and to 
reduce bacteremia in lungs and spleen. 
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Harth, Gunter, Los Angeles, CA, United States 
PA The Regents of the University of California, Oakland, CA, United States 

(U.S. corporation) 
PI US 6013660 20000111 

AI US 1996-724814 19961002 (8) 

DT Utility 
FS Granted 

EXNAM Primary Examiner: Degen, Nancy; Assistant Examiner: Wang, Andrew 
LREP Oppenheimer, Wolff & Donnelly, L.L.P. 
CLMN Number of Claims : 2 
ECL Exemplary Claim: 1 

DRWN 26 Drawing Figure (s); 24 Drawing Page(s) 
LN.CNT 3390 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and associated compositions are provided for the effective 



treatment of mammalian disease conditions associated with infection by 
pathogenic organisms through the identification of extracellular enzymes 
necessary for the growth or survival of the pathogenic organism and the 
subsequent interference with the functional activity of the identified 
extracellular enzyme to an extent sufficient to significantly inhibit 
the growth or survival of the pathogenic organism. 
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TI Recombinant bacillus Calmette-Guerin (BCG) vaccines expressing 
the Mycobacterium tuberculosis 30-kDa major secretory protein 
induce greater protective immunity against tuberculosis than 
conventional BCG vaccines in a highly susceptible animal model. 

AU Horwitz, Marcus A. [Reprint author]; Harth, Gunter; Dillon, 
Barbara Jane; Maslesa-Galic, Sasa 

CS Department of Medicine, School of Medicine, University of California, 
10833 Le Conte Avenue, Los Angeles, CA, 90095, USA 

SO Proceedings of the National Academy of Sciences of the United States of 
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LA English 
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AB Tuberculosis (TB) continues to ravage humanity, causing 2 

million deaths per year. A vaccine against TB more potent than 

the current live vaccine, bacillus Calmette-Guerin (BCG) , is 

desperately needed. Using two commercially available strains of BCG as 

host strains, BCG Connaught and Tice, we have constructed two recombinant 

BCG vaccines stably expressing and secreting the 30-kDa major 

secretory protein of Mycobacterium tuberculosis (M. tb.), the 

primary causative agent of TB. We have tested the efficacy of the two 

strains in the highly susceptible guinea pig model of pulmonary TB, a 

model noteworthy for its close resemblance to human TB. Animals immunized 

with the recombinant BCG vaccines and challenged by aerosol with 

a highly virulent strain of M. tb. had 0.5 logs fewer M. tb. bacilli in 

their lungs and 1 log fewer bacilli in their spleens on average than 

animals immunized with their parental conventional BCG vaccine 

counterparts. Statistically, these differences were highly significant. 

Paralleling these results, at necropsy, animals immunized with the 

recombinant BCG vaccines had fewer and smaller lesions in the 

lung, spleen, and liver and significantly less lung pathology than animals 

immunized with the parental BCG vaccines. The recombinant 

vaccines are the first vaccines against TB more potent 

than the current commercially available BCG vaccines, which were 

developed nearly a century ago. 
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LS, LT, LU, LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, 
SE, SG, SI, SK, TJ, TM, TR, TT, UA, UG, US, UZ, VN, AM, AZ, BY, KG, 
KZ, MD, RU, TJ, TM 
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AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for their use and production 

are presented. The most prevalent or majorly abundant extracellular 

products of a target pathogen are selected irresp. of their absolute mol . 

immunogenicity and used as vaccines to stimulate a protective 

immune response in mammalian hosts against subsequent infection by the 

target pathogen. The majorly abundant extracellular products may be 

characterized and distinguished by their resp. N- terminal amino acid, 

amino acid, or DNA sequences . As the vaccines may comprise 

different combinations of the extracellular products, subunits thereof, or 

encoding nucleic acids, a broad range of effective immunotherapeutic 

compns. are provided by the present invention. In addition to other 

infectious agents, the vaccines so produced can be used to 

stimulate an effective immune response against intracellular pathogens and 

in particular Mycobacterium tuberculosis. 
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nonpathogenic mycobacteria of four major Mycobacterium 

tuberculosis extracellular proteins considered to be leading 

vaccine candidates and drug targets . 
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AB Mycobacterium tuberculosis, the primary etiologic agent of 

tuberculosis, is the world's leading cause of death from a single 
infectious agent, and new vaccines and drugs to combat it are 
urgently needed. The major extracellular proteins of M. 
tuberculosis, which are released into its phagosome in 
macrophages, its host cells in humans, are leading candidates for a 
vaccine and prime targets for new drugs. However, the development 
of these biologicals has been hampered by the unavailability of large 
quantities of recombinant extracellular proteins identical to their native 
counterparts. In this report, we describe the heterologous expression and 
secretion of four major M. tuberculosis extracellular proteins 
(the 30-, 32, 16-, and 23.5-kDa proteins sbd the first, second, third, and 
eighth most abundant, respectively) in rapidly growing, nonpathogenic 
mycobacterial species. Multiple attempts to obtain secretion of the 
proteins by using Escherichia coli- and Bacillus subtilis-based expression 
systems were unsuccessful, suggesting that high-level expression and 
secretion of these Mycobacterium- specif ic proteins require a mycobacterial 
host. All four recombinant proteins were stably expressed from the cloned 
genes' own promoters at yields that were 5- to 10 -fold higher than those 
observed for the native proteins. The four proteins were purified to 
apparent homogeneity from culture filtrates by ammonium sulfate 
precipitation and ion-exchange and molecular sieve chromatography. The 
recombinant proteins were indistinguishable from their native counterparts 
by multiple criteria. First, N- terminal amino acid sequence determination 



demonstrated that processing of the leader peptides was highly accurate. 

Second, sodium dodecyl sulf ate-polyacrylamide gel electrophoresis analysis 

revealed identical migration patterns. Third, mass spectrometry analysis 

confirmed that differences in mass were Itoreq 5 Da. A homolog of the M. 

tuberculosis 30-kDa protein was identified in M. smegmatis by 

means of DNA analyses and immunoscreening . This is the first time that 

secretion of recombinant M. tuberculosis extracellular proteins 

in their native form has been achieved. This study opens the door to mass 

production of correctly processed and secreted extracellular proteins of 

M. tuberculosis in a heterologous host and allows ready 

evaluation of their biologic and immunologic function. 
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AB Vaccines based on one or more combinations of major 

extracellular products of pathogens and methods for their use and production 

are presented. The most prevalent or abundant extracellular products of a 

target pathogen are selected irresp. of their absolute mol. immunogenicity and 

used as vaccines to stimulate a protective immune response in 

mammalian hosts against subsequent infection by the target pathogen. The 

major extracellular products may be characterized and distinguished by 

their resp. N-terminal amino acid, amino acid, or DNA sequences. As the 

vaccines may comprise different combinations of the extracellular 

products, subunits thereof, or encoding nucleic acids, a broad range of 

effective immunotherapeutic compns. are provided by the present invention. 

In addition to other infectious agents, the vaccines so produced 

can be used to stimulate an effective immune response against 

intracellular pathogens and in particular Mycobacterium 

tuberculosis . 



L4 ANSWER 26 OF 27 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on 

STN DUPLICATE 15 

AN 1995:206584 BIOSIS 
DN PREV199598220884 

TI Protective immunity against tuberculosis induced by 

vaccination with major extracellular proteins of Mycobacterium 
tuberculosis . 

AU Horwitz, Marcus A. [Reprint author]; Lee, Byong-Wha Esther; Dillon, 
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AB Tuberculosis, caused by the intracellular pathogen Mycobacterium 

tuberculosis, is the world's leading cause of death in humans from 
a single infectious agent. A safe and effective vaccine against 
this scourge is urgently needed. This study demonstrates that 
immunization with the 30-kDa major secretory protein, alone or in 
combination with other abundant extracellular proteins of M. 
tuberculosis, induces strong cell -mediated immune responses and 
substantial protective immunity against aerosol challenge with virulent M. 
tuberculosis bacilli in the highly susceptible guinea pig model of 
pulmonary tuberculosis. * Protection is manifested by decreased 
clinical illness including decreased weight loss, reduced mortality, and 
decreased growth of M. tuberculosis in the lungs and spleens of 
immunized animals compared with sham- immunized controls. This study 
demonstrates that purified major extracellular proteins of M. 
tuberculosis are candidate components of a subunit vaccine 
against tuberculosis and provides compelling support for the 
concept that extracellular proteins of intracellular pathogens are key 
immunoprotective molecules. 
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AB 


The inventions 


involves vaccines based 


on one or more 





combinations of majorly abundant extracellular products of pathogens and 
methods for their use and production The most prevalent or majorly abundant 
extracellular products of a target pathogen are selected irresp. of their 
absolute mol. immunogenicity and used as vaccines to stimulate a 
protective immune response in mammalian hosts against subsequent infection 



by the target pathogen. The majorly abundant extracellular products may 
be characterized and distinguished by their resp. N-terminal amino acid, 
amino acid, or DNA sequences. The vaccines may comprise 

different combinations of the extracellular products, subunits thereof, or 

encoding nucleic acids . The vaccines so produced can be used to 

stimulate an effective immune response against intracellular pathogens and 

in particular Mycobacterium tuberculosis. The invention further 

claims use of immunodominant epitopes comprising peptide sequences from M. 

tuberculosis 32A kD protein subunits and an adjuvant selected from 

IL-12 and MF 59. In addition, the immunodominant epitopes may be used as 

immunodiagnostic agents for Mycobacterium infections in a mammalian host. 

Methods of producing abundant extracellular products selected from the 

group of M. tuberculosis 110 kD, 80 kD, 71 kD, 58 kD, 45 kD, 32A 

kD, 32B kD, 30 kD, 24 kD, 23.5 kD, 23 kD, 16 kD, 14 kD, and 12 kD proteins 

comprise transforming M. smegmatis or M. vaccae with nucleic acids 

encoding a protein and culturing the transformed cell at 28 °C. In 

the examples, guinea pigs immunized with the 30 kD extracellular protein 

and then challenged with aerosolized M. tuberculosis were 

protected against death. Guinea pigs immunized with the 71 kD 

extracellular protein maintained a consistent body weight over 13 wk after 

the challenge. The 30 and 71 kD proteins also showed a cell-mediated 

immune response as measured by skin testing. The 71 kD protein was 

effective at stimulating cell -mediated immunity in humans as measured by 

the proliferation of peripheral blood lymphocytes from PPD-pos. 

individuals . 

L6 ANSWER 2 OF 4 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 

DUPLICATE 2 
AN 1999:262701 BIOSIS 
DN PREV199900262701 

TI T-Cell epitope mapping of the three most abundant extracellular proteins 

of Mycobacterium tuberculosis in outbred guinea pigs. 
AU Lee, Bai-Yu; Horwitz, Marcus A. [Reprint author] 

CS Department of Medicine, CHS 37-121, UCLA School of Medicine, 10833 Le 

Conte Ave., Los Angeles, CA, 90095-1688, USA 
SO Infection and Immunity, (May, 1999) Vol. 67, No. 5, pp. 2665-2670. print. 

CODEN: INFIBR. ISSN: 0019-9567. 
DT Article 
LA English 

ED Entered STN: 15 Jul 1999 

Last Updated on STN: 15 Jul 1999 

AB The three most abundant extracellular proteins of Mycobacterium 
tuberculosis, the 30-, 32-, and 16-kDa major extracellular 
proteins, are particularly promising vaccine candidates. We 
have mapped T-cell epitopes of these three proteins in outbred guinea pigs 
by immunizing the animals with each protein and assaying splenic 
lymphocyte proliferation against a series of overlapping synthetic 
peptides covering the entire length of the mature proteins. The 30-kDa 
protein contained nine immunodominant epitopes, the 32-kDa protein 
contained two immunodominant epitopes, and the 16-kDa protein contained a 
highly immunodominant region at its N terminus. The immunodominant 
epitopes of the 30- and 32-kDa proteins in outbred guinea pigs were 
frequently identified in healthy purif ied-protein-derivative-positive or 
BCG-vaccinated individuals in previous studies. The 
immunodominant epitopes of these major extracellular proteins have 
potential utility in an epitope-based vaccine against 
tuberculosis . 
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Vaccines based on one or more combinations of majorly abundant 
extracellular products of pathogens and methods for their use and production 
are presented. The most prevalent or majorly abundant extracellular 
products of a target pathogen are selected irresp. of their absolute mol . 
immunogenicity and used as vaccines to stimulate a protective 
immune response in mammalian hosts against subsequent infection by the 
target pathogen. The majorly abundant extracellular products may be 
characterized and distinguished by their resp. N- terminal amino acid, 
amino acid, or DNA sequences. As the vaccines may comprise 
different combinations of the extracellular products, subunits thereof, or 
encoding nucleic acids, a broad range of effective immunotherapeutic 
compns. are provided by the present invention. In addition to other 
infectious agents, the vaccines so produced can be used to 
stimulate an effective immune response against intracellular pathogens and 
in particular Mycobacterium tuberculosis. 
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TI High-level heterologous expression and secretion in rapidly growing 

nonpathogenic mycobacteria of four major Mycobacterium 

tuberculosis extracellular proteins considered to be leading 

vaccine candidates and drug targets. 
AU Harth, Gunter; Lee, Bai-Yu; Horwitz, Marcus A. [Reprint author] 
CS Dep. Med., Sch. Med., Univ. California, Los Angeles, CA, USA 
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DT Article 
LA English 

ED Entered STN: 9 Jul 1997 
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AB Mycobacterium tuberculosis, the primary etiologic agent of 

tuberculosis, is the world's leading cause of death from a single 
infectious agent, and new vaccines and drugs to combat it are 
urgently needed. The major extracellular proteins of M. 
tuberculosis, which are released into its phagosome in 
macrophages, its host cells in humans, are leading candidates for a 
vaccine and prime targets for new drugs. However, the development 
of these biologicals has been hampered by the unavailability of large 
quantities of recombinant extracellular proteins identical to their native 
counterparts. In this report, we describe the heterologous expression and 
secretion of four major M. tuberculosis extracellular proteins 
(the 30-, 32, 16-, and 23.5-kDa proteins sbd the first, second, third, and 
eighth most abundant, respectively) in rapidly growing, nonpathogenic 
mycobacterial species. Multiple attempts to obtain secretion of the 
proteins by using Escherichia coli- and Bacillus subtilis-based expression 



systems were unsuccessful, suggesting that high-level expression and 
secretion of these Mycobacterium-specif ic proteins require a mycobacterial 
host. All four recombinant proteins were stably expressed from the cloned 
genes' own promoters at yields that were 5- to 10-fold higher than those 
observed for the native proteins. The four proteins were purified to 
apparent homogeneity from culture filtrates by ammonium sulfate 
precipitation and ion-exchange and molecular sieve chromatography. The 
recombinant proteins were indistinguishable from their native counterparts 
by multiple criteria. First, N- terminal amino acid sequence determination 
demonstrated that processing of the leader peptides was highly accurate. 
Second, sodium dodecyl sulf ate-polyacrylamide gel electrophoresis analysis 
revealed identical migration patterns. Third, mass spectrometry analysis 
confirmed that differences in mass were ltoreq 5 Da. A homolog of the M. 
tuberculosis 3 0-kDa protein was identified in M. smegmatis by 
means of DNA analyses and immunoscreening. This is the first time that 
secretion of recombinant M. tuberculosis extracellular proteins 
in their native form has been achieved. This study opens the door to mass 
production of correctly processed and secreted extracellular proteins of 
M. tuberculosis in a heterologous host and allows ready 
evaluation of their biologic and immunologic function. 
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TI Treatment of mycobacterium tuberculosis with antisense 

oligonucleotides 
IN Horwitz, Marcus A., Los Angeles, CA, UNITED STATES 

Harth, Gunter, Los Angeles, CA, UNITED STATES 

Zamecnik, Paul C, Boston, MS, UNITED STATES 

Tabatadze, David, Marlborough, MA, UNITED STATES 
PI US 2006183676 Al 20060817 

AI US 2002-478268 Al 20020520 (10) 

WO 2002-US15963 20020520 

20031118 PCT 371 date 
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DT Utility 
FS APPLICATION 

LREP GATES & COOPER LLP, HOWARD HUGHES CENTER, 6701 CENTER DRIVE WEST, SUITE 

1050, LOS ANGELES, CA, 90045, US 
CLMN Number of Claims: 21 
ECL Exemplary Claim: 1 
DRWN 22 Drawing Page(s) 
LN.CNT 3112 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods of inhibiting the proliferation of Mycobacterium 

tuberculosis comprising contacting Mycobacterium 



tuberculosis with an effective amount of a polynucleotide 
complementary to an mRNA transcript expressed by Mycobacterium 
tuberculosis are provided. Typical methods of the invention 
utilize phosphorothioate modified antisense polynucleotides (PS-ODNs) 
against the mRNA of M. tuberculosis genes such as glutamine 
synthetase, aroA, ask, groES, and the genes of the Antigen 85 complex. 
Optionally, the methods employ multiple antisense polynucleotides 
targeting different Mycobacterium tuberculosis transcripts. In 
preferred embodiments of the invention, the antisense polynucleotides 
are complementary to the 5' regions of the Mycobacterium 
tuberculosis transcripts. 
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TI Abundant extracellular products and methods for 

their production and use 
IN Horwitz, Marcus A., Los Angeles, CA, UNITED STATES 

Harth, Gunter, Los Angeles, CA, UNITED STATES 
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92614-7319, US 
CLMN Number of Claims: 11 
ECL Exemplary Claim: 1-11 
DRWN 12 Drawing Page(s) 
LN.CNT 3 961 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Vaccines based on one or more combinations of majorly abundant 
extracellular products of pathogens and methods for 

their use and production are presented. The most prevalent or majorly 
abundant extracellular products of a target pathogen 

are selected irrespective of their absolute molecular immunogenicity and 
used as vaccines to stimulate a protective immune response in 
mammalian hosts against subsequent infection by the target pathogen. The 
majorly abundant extracellular products may be 

characterized and distinguished by their respective N-terminal amino 
acid, amino acid, or DNA sequences. As the vaccines may 
comprise different combinations of the extracellular 
products, subunits thereof, or encoding nucleic acids, a broad 
range of effective immunotherapeutic compositions are provided by the 
present invention. In addition to other infectious agents, the 
vaccines so produced can be used to stimulate an effective 
immune response against intracellular pathogens and in particular 
Mycobacterium tuberculosis. 
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TI Medical treatment 
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CLMN Number of Claims: 78 
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DRWN 4 9 Drawing Page(s) 
LN.CNT 9349 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Provided is a particle capable of being inserted into or taken up by a 
cell comprising i) a polynucleotide coding for a modulator of Notch 
signalling; and ii) a polynucleotide coding for an antigen or antigenic 
determinant thereof. Methods for using the particles are also described. 
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TI Full-length human cDNAs encoding potentially secreted proteins 

IN Dumas Milne Edwards, Jean-Baptiste, Paris, FRANCE 
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CLMN Number of Claims : 14 
ECL Exemplary Claim: 1 
DRWN 5 Drawing Page(s) 
LN.CNT 27361 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention concerns GENSET polynucleotides and polypeptides. Such 

GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET- related disorders. 
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TI Protein associated with cell growth, differentiation, and death 
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94304, US 
CLMN Number of Claims: 30 
ECL Exemplary Claim: 1 
DRWN No Drawings 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Various embodiments of the invention provide human proteins associated 

with cell growth, differentiation, and death (CGDD) and polynucleotides 
which identify and encode CGDD. Embodiments of the invention also 
provide expression vectors, host cells, antibodies, agonists, and 
antagonists. Other embodiments provide methods for diagnosing, treating, 
or preventing disorders associated with aberrant expression of CGDD. 
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10151, US 
CLMN Number of Claims: 2 0 
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DRWN 9 Drawing Page(s) 
LN.CNT 4015 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Provided is method for modulating the immune system in a mammal by 
simultaneously, contemporaneously, separately or sequentially 
administering to the mammal an effective amount of a modulator of the 
Notch signalling pathway; and an effective amount of an interferon or a 
polynucleotide encoding an interferon. 
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TI T-bet compositions and methods of use thereof 
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DT Utility 
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DRWN 2 7 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Isolated nucleic acid molecules encoding T-bet, and isolated T-bet 

proteins, are provided. The invention further provides antisense nucleic 
acid molecules, recombinant expression vectors containing a nucleic acid 
molecule of the invention, host cells into which the expression vectors 
have been introduced and non-human transgenic animals carrying a T-bet 
transgene. The invention further provides T-bet fusion proteins and 
anti -T-bet antibodies. Methods of using the T-bet compositions of the 
invention are also disclosed, including methods for detecting T-bet 
activity in a biological sample, methods of modulating T-bet activity in 
a cell, and methods for identifying agents that modulate the activity of 
T-bet. 
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DRWN 3 Drawing Page(s) 
LN.CNT 20543 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel human secreted proteins and 
isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders, and/or 
conditions related to these novel human secreted proteins. 
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TI Conjugate of notch signalling pathway modulators and their use in 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Conjugates comprising a plurality of modulators of the Notch signalling 

pathway chemically bound to a support structure are described. The 
conjugates are useful for modulation of the Notch signalling pathway and 
treatment of associated conditions. 
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TI Nucleic acid sequences relating to Bacteroides fragilis for diagnostics 

and therapeutics 
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DRWN No Drawings 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides isolated polypeptide and nucleic acid sequences 
derived from Bacteroides fragilis that are useful in diagnosis and 
therapy of pathological conditions; antibodies against the polypeptides; 
and methods for the production of the polypeptides. The invention also 
provides methods for the detection, prevention and treatment of 
pathological conditions resulting from bacterial infection. 
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TI Nucleic acid and amino acid sequences relating to Staphylococcus 

epidermidis for diagnostics and therapeutics 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides isolated polypeptide and nucleic acid sequences 

derived from Staphylococcus epidermidis that are useful in diagnosis and 
therapy of pathological conditions; antibodies against the polypeptides; 
and methods for the production of the polypeptides. The invention also 
provides methods for the detection, prevention and treatment of 
pathological conditions resulting from bacterial infection. 
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DRWN 69 Drawing Page(s) 
LN.CNT 23390 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Using the recently discovered biology of chronic disease, the invention 
presents new methods for evaluating the effectiveness of a compound for 
use in modulating the progression of chronic disease, for determining 
whether a subject has a chronic disease, or has an increased risk of 
developing clinical symptoms associated with such disease, and for 
treating chronic disease. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method is disclosed for therapeutic modulation of Notch signalling by 

administering a construct comprising a multiplicity of bond, linked or 
immobilised modulators of Notch signalling. 

L9 ANSWER 14 OF 184 USPATFULL on STN 
AN 2005:247698 USPATFULL 

TI Novel human genes and methods of use thereof 

IN Meyers, Rachel E., Newton, MA, UNITED STATES 

Curtis, Rory A.J., Ashland, MA, UNITED STATES 
Glucksmann, Maria Alexandra, Lexington, MA, UNITED STATES 
Bandaru, Rajasekhar, Watertown, MA, UNITED STATES 



Kapeller-Libermann, Rosana, Chestnut Hill, MA, UNITED STATES 
PA Millennium Pharmaceuticals, Inc., Cambridge, MA, UNITED STATES (U.S. 

corporation) 
PI US 2005214893 Al 20050929 

AI US 2004-968812 Al 20041019 (10) 

RLI Continuation of Ser. No. US 2002-176306, filed on 20 Jun 2002, ABANDONED 
Continuation-in-part of Ser. No. US 2001-1137, filed on 14 Nov 2001, 
ABANDONED Continuation-in-part of Ser. No. WO 2001-US45291, filed on 14 
Nov 2001, PENDING Continuation-in-part of Ser. No. US 2001-23617, filed 
on 18 Dec 2001, ABANDONED Continuation-in-part of Ser. No. WO 
2001-US49416, filed on 18 Dec 2001, PENDING Continuation-in-part of Ser. 
No. US 2001-83248, filed on 22 Oct 2001, ABANDONED 

PRAI WO 2001-US46717 20011022 

US 2000-248362P 20001114 (60) 

US 2000-248331P 20001114 (60) 

US 2000-248365P 20001114 (60) 

US 2000-250077P 20001130 (60) 

US 2000-250327P 20001130 (60) 

US 2000-250176P 20001130 (60) 

US 2000-256249P 20001218 (60) 

US 2000-256405P 20001218 (60) 

DT Utility 

FS APPLICATION 

LREP MILLENNIUM PHARMACEUTICALS, INC., 40 Landsdowne Street, CAMBRIDGE, MA, 

02139, US 
CLMN Number of Claims : 16 
ECL Exemplary Claim: 1 
DRWN 60 Drawing Page(s) 
LN.CNT 26559 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides isolated nucleic acids molecules, designated 

47476, 67210, 4 9875,46842,332 01, 83378,84233,64708, 85041,84234,21617, 
55562,23566,33489, and 57779 nucleic acid molecules, which encode novel 
human genes. The invention also provides antisense nucleic acid 
molecules, recombinant expression vectors containing 47476, 67210, 
49875, 46842, 33201, 83378, 84233, 64708, 85041, 84234, 21617, 55562, 
23566, 33489, or 57779 nucleic acid molecules, host cells into which the 
expression vectors have been introduced, and nonhuman transgenic animals 
in which a 47476, 67210, 49875, 46842, 33201, 83378, 84233, 64708, 
85041, 84234, 21617, 55562, 23566, 33489, or 57779 gene has been 
introduced or disrupted. The invention still further provides isolated 
47476, 67210, 49875, 46842, 33201, 83378, 84233, 64708, 85041, 84234, 
21617, 55562, 23566, 33489, or 57779 proteins, fusion proteins, 
antigenic peptides and anti-47476, 67210, 49875, 46842, 33201, 83378, 
84233, 64708, 85041, 84234, 21617, 55562, 23566, 33489, or 57779 
antibodies. Diagnostic methods utilizing compositions of the invention 
are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Various embodiments of the invention provide human enzymes (ENZM) and 

polynucleotides which identify and encode ENZM. Embodiments of the 
invention also provide expression vectors, host cells, antibodies, 
agonists, and antagonists. Other embodiments provide methods for 
diagnosing, treating, or preventing disorders associated with aberrant 
expression of ENZM. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to compositions comprising 

heteromultimeric complexes, and particularly heterotrimeric complexes, 
of TNF ligand family members, and methods of using such complexes in the 
detection, prevention, and treatment of disease. Heteromultimeric TNF 
ligand polypeptide complexes comprising human TNF ligand polypeptides, 
including soluble forms of the extracellular domains, as well as 
membrane bound forms of TNF ligand polypeptides are provided. 
Heteromultimeric TNF ligand polypeptide complexes are also provided as 
are vectors, host cells and recombinant methods for producing the same. 
The invention further relates to screening methods for identifying 
agonists and antagonists of heteromultimeric TNF ligand polypeptide 
complexes. Also provided are diagnostic methods for detecting immune 
system-related disorders and therapeutic methods for treating immune 
system-related disorders. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An inhibitor of the Notch signalling pathway is provided for use as an 
immunostimulant , for example as a vaccine adjuvant. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Various embodiments of the invention provide human enzymes (ENZM) and 
polynucleotides which identify and encode-ENZM. Embodiments of the 
invention also provide expression vectors, host cells, antibodies, 
agonists, and antagonists. Other embodiments provide methods for 
diagnosing, treating, or preventing disorders associated with aberrant 
expression of ENZM. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Chimeric virus -like particles that exhibit conformational antigenic 
epitopes capable of eliciting neutralizing antibodies are disclosed 
herein. The chimeric virus -like particles of the invention comprise a 
recombinant viral capsid protein that encapsulates a recombinant viral 
protein during self-assembly into a chimeric virus-like particle, 
wherein the chimeric virus-like particle exhibits conf irmational 
antigenic epitopes capable of eliciting neutralizing antibodies. 
Pharmaceutical compositions, vaccines, and diagnostic test 
kits containing the chimeric virus -particles are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 



acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention concerns GENSET polynucleotides and polypeptides. Such 
GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET-related disorders. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for detecting modulators of Notch signalling is described. The 
method includes the step of monitoring Notch signalling in a cell of the 
immune system in the presence of a candidate modulator. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB New uses of modulators of Notch signalling in therapy and corresponding 
methods of treatment are provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Parainfluenza virus types 1 to 4 (PIV1 to PIV4) are important human 

pathogens that cause upper and lower respiratory tract infections, 
particularly in infants and children. The claimed invention is directed 
toward novel methods for the inhibition of parainfluenza virus 
transmission to a cell involving the administration of synthetic peptide 
fusion inhibitors. These inhibitors are derived from the parainfluenza 
virus and vary in length between 16 to 3 9 amino acids. The peptides were 
identified by screening for the presence of fusion inhibitory motifs 
(e.g., ALLMOTI5, 107x178x4, and PLZIP) within the parainfluenza virus 
genome. A number of peptides were identified and their fusion inhibitory 
activities ascertained. These peptides should provide useful antiviral 
agents . 
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AB The 


; inventions 


involves 


vaccines based 


on 


one or more 





combinations of majorly abundant extracellular products 

of pathogens and methods for their use and production The most prevalent or 
majorly abundant extracellular products of a target 

pathogen are selected irresp. of their absolute mol . immunogenicity and used 
as vaccines to stimulate a protective immune response in 

mammalian hosts against subsequent infection by the target pathogen. The 
majorly abundant extracellular products may be 

characterized and distinguished by their resp. N- terminal amino acid, 
amino acid, or DNA sequences. The vaccines may comprise 
different combinations of the extracellular products, 
subunits thereof, or encoding nucleic acids. The vaccines so 
produced can be used to stimulate an effective immune response against 
intracellular pathogens and in particular Mycobacterium 
tuberculosis. The invention further claims use of immunodominant 
epitopes comprising peptide sequences from M. tuberculosis 
32A kD protein subunits and an adjuvant selected from 

IL-12 and MF 59. In addition, the immunodominant epitopes may be used as 

immunodiagnostic agents for Mycobacterium infections in a mammalian host. 

Methods of producing abundant extracellular products 

selected from the group of M. tuberculosis 110 

kD, 80 kD, 71 kD, 

58 kD, 45 kD, 32A 

kD, 32B kD, 30 kD, 

24 kD, 23.5 kD, 23 

kD, 16 kD, 14 kD, and 

12 kD proteins comprise transforming M. smegmatis or M. 

vaccae with nucleic acids encoding a protein and culturing the transformed 
cell at 28 °C. In the examples, guinea pigs immunized with the 



30 kD extracellular protein and then 

challenged with aerosolized M. tuberculosis were protected 
against death. Guinea pigs immunized with the 71 kD 
extracellular protein maintained a consistent body weight 
over 13 wk after the challenge. The 30 and 71 kD 

proteins also showed a cell -mediated immune response as measured by skin 
testing. The 71 kD protein was effective at 

stimulating cell-mediated immunity in humans as measured by the 
proliferation of peripheral blood lymphocytes from PPD-pos. individuals. 
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AB Vaccines based on one or more combinations of majorly abundant 
extracellular products of pathogens and methods for 

their use and production are presented. The most prevalent or majorly 
abundant extracellular products of a target pathogen 

are selected irresp. of their absolute mol. immunogenicity and used as 
vaccines to stimulate a protective immune response in mammalian 
hosts against subsequent infection by the target pathogen. The majorly 
abundant extracellular products may be characterized 

and distinguished by their resp. N- terminal amino acid or DNA sequences. 

As the vaccines may comprise different combinations of the 

extracellular products or encoding nucleic acids, a 

broad range effective immunotherapeutic compns . are provided by the 

present invention. In addition to other infectious agents, the 

vaccines so produced can be used to stimulate an effective immune 

response against intracellular pathogens and in particular Mycobacterium 

tuberculosis. In one embodiment cell-mediated immunity was tested 

in PPD-pos. and -neg. humans with one of the purified majorly abundant 

protein of 71 kDa. Among the PPD-pos. individuals, there was a linear 

correlation between the peak stimulation indexes to the 71 kDa protein and 

to PPD, demonstrating the induction of a strong cell-mediated response to 

the most prominent extracellular products of M. 

tuberculosis in humans previously exposed to it. The data 

correspond to the reactivity profile seen in guinea pigs and confirm the 

applicability of the guinea pig model to other mammals subject to 

infection. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Enzymes of a particular class, characterized by the ability to cleave a 
linkage that effects release of a cell-surface protein or carbohydrate, 
which does not contain an anti-infection agent, display significant 
anti-infectious activity. Upon oral administration, these enzymes are 
effective, for example, in the treatment of digestive tract infections 
in humans and in animals. In the latter, there are benefits of 
significantly improved growth rate, feed efficiency, and overall health. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel nucleic acids, novel polypeptide 

sequences encoded by these nucleic acids and uses thereof. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods for treating a tumor, neoplastic disease or 

infectious disease in a subject are based on superantigens in the form 
of polypeptides including fusion polypeptides or conjugates, homologues, 
and fragments, all of which induce a tumoricidal response when 
administered directly into tumor or an organ sheath or body cavity 
affected by the tumor. Nucleic acid constructs encoding the foregoing 



HOWARD AND CIVILETTI, LLP, P.O. BOX 34385, WASHINGTON, 
16 



polypeptides are also used in antitumor therapy. The above agents may be 
administered in sustained release or controlled release vehicles at or 
near sites of tumors in a tumor-bearing subject. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides human lipid-associated molecules (LIPAM) and 
polynucleotides which identify and encode LIPAM. The invention also 
provides expression vectors, host cells, antibodies, agonists, and 
antagonists. The invention also provides methods for diagnosing, 
treating, or preventing disorders associated with aberrant expression of 
LIPAM. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Codon optimized polynucleotides for optimal expression of recombinant 
proteins in eukaryotic cells are provided. The codon optimized 
polynucleotides encode a viral capsid protein that self assembles into a 
virus-like particle. The virus-like particle is expressed 
extracellularly and exhibits conformational antigenic epitopes capable 
of raising neutralizing antibodies. Pharmaceutical compositions, 
vaccines, and diagnostic test kits containing the gene products 
of the codon-optimized polynucleotides are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides purified human polynucleotides for 

diagnostics and therapeutics (dithp) . Also en-compassed are the 
polypeptides (DITHP) encoded by dithp. The invention also provides for 
the use of dithp, or complements, oligonucleotides, or fragments thereof 



in diagnostic assays. The invention further provides for vectors and 
host cells containing dithp for the expression of DITHP. The invention 
additionally provides for the use of isolated and purified DITHP to 
induce antibodies and to screen libraries of compounds and the use of 
anti-DITHP antibodies in diagnostic assays. Also provided are 
microarrays containing dithp and methods of use. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides human lipid-associated molecules (LIPAM) and 
polynucleotides which identify and encode LIPAM. The invention also 
provides expression vectors, host cells, antibodies, agonists, and 
antagonists. The invention also provides methods for diagnosing, 
treating, or preventing disorders associated with aberrant expression of 
LIPAM. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for isolation and purification or recombinant gene products are 
disclosed. In particular, methods for isolation and purification of 
extracellular and intracellular viral gene products, including 
virus-like particles, are disclosed herein. 
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DRWN 83 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to peptides which exhibit potent 

anti -retroviral activity. The peptides of the invention comprise DP17 8 
(SEQ ID:1) peptide corresponding to amino acids 638 to 673 of the 
HIV- 1. sub. LAI gp41 protein, and fragments, analogs and homologs of 
DP178. The invention further relates to the uses of such peptides as 



inhibitory of human and non-human retroviral, especially HIV, 
transmission to uninfected cells. 
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TI Molecules for diagnostics and therapeutics 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides purified human polynucleotides for 

diagnostics and therapeutics (dithp) . Also encompassed are the 
polypeptides (DITHP) encoded by dithp. The invention also provides for 
the use of dithp, or complements, oligonucleotides, or fragments thereof 
in diagnostic assays . The invention further provides for vectors and 
host cells containing dithp for the expression of DITHP. The invention 
additionally provides for the use of isolated and purified DITHP to 
induce antibodies and to screen libraries of compounds and the use of 
ant i -DITHP antibodies in diagnostic assays. Also provided are 
microarrays containing dithp and methods of use. 
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ECL Exemplary Claim: 1 
DRWN 6 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel human secreted proteins and 

isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders, and/or 
conditions related to these novel human secreted proteins. 
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TI Nucleic acids encoding DP-178 and other viral fusion inhibitor peptides 

useful for treating aids 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to peptides which exhibit potent 

ant i -retroviral activity. The peptides of the invention comprise DP178 



(SEQ ID:1) peptide corresponding to amino acids 638 to 673 of the 
HIV-l .sub. LAI gp41 protein, and fragments, analogs and homologs of 
DP178. The invention further relates to the uses of such peptides as 
inhibitory of human and non-human retroviral, especially HIV, 
transmission to uninfected cells. 
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TI Assays for drug discovery based on microcompetition with a foreign 

polynucleotide 
IN Polansky, Hanan, Rochester, NY, UNITED STATES 
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DRWN 6 Drawing Page(s) 
LN.CNT 6607 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A recent discovery showed that microcompetition between a foreign 

polynucleotide and a cellular polynucleotide is a risk factor for some 
of the major chronic diseases. The invention uses this novel discovery 
to present assays for screening compounds based on their effectiveness 
in modulating such microcompetition. The effective compounds can be used 
in treatment of these chronic diseases. The invention also presents 
assays for screening compounds that can be used in treatment of chronic 
diseases resulting from other foreign polynucleotide -type disruptions. 
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TI Methods for chronic disease diagnosis based on microcompetition with a 

foreign polynucleotide 
IN Polansky, Hanan, Rochester, NY, UNITED STATES 
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AI US 2002-207421 Al 20020729 (10) 

DT Utility 
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CLMN Number of Claims: 4 8 
ECL Exemplary Claim: 1 
DRWN 6 Drawing Page(s) 
LN.CNT 6532 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Microcompetition between a foreign polynucleotide and a cellular 

polynucleotide is a risk factor associated with chronic disease. The 
invention uses this novel discovery to present assays for the diagnosis 
of chronic disease. The assays are based on measuring the cellular copy 
number of the foreign polynucleotide, measuring the rate of complex 
formation between the microcompeted cellular transcription factor and 
either the foreign polynucleotide or the cellular polynucleotide, 
identifying modified expression of a gene susceptible to 
microcompetition with a foreign polynucleotide, or identifying modified 
activity of a gene product of a gene susceptible to microcompetition 
with a foreign polynucleotide. The invention also presents other foreign 
polynucleotide-type assays 
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TI Inhibition of microcompetition with a foreign polynucleotide as 

treatment of chronic disease 
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DT Utility 
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CLMN Number of Claims: 21 
ECL Exemplary Claim: 1 
DRWN 6 Drawing Page ( s ) 
LN.CNT 6147 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Microcompetition between a foreign polynucleotide and a cellular 

polynucleotide is a risk factor associated with chronic disease. The 
invention uses this novel discovery to present methods for the treatment 
of chronic disease. The methods are based on modifying the 
microcompetition between a polynucleotide natural to a subject suffering 
from a chronic disease and a polynucleotide foreign to the subject. 
Specifically, the treatment may modify the cellular copy number of the 
foreign polynucleotide, change the rate of complex formation between the 
microcompeted cellular transcription factor and either the foreign 
polynucleotide or the cellular polynucleotide, vary the expression of a 
gene susceptible to such microcompetition, or manipulate the activity of 
a gene product of a gene susceptible to microcompetition with a foreign 
polynucleotide. The invention also presents methods for the treatment of 
chronic disease resulting from other foreign polynucleotide-type 
disruptions . 
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TI Abundant extracellular products and methods for 

their production and use 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Vaccines based on one or more combinations of majorly abundant 

extracellular products of pathogens and methods for 

their use and production are presented. The most prevalent or majorly 
abundant extracellular products of a target pathogen 

are selected irrespective of their absolute molecular immunogenicity and 
used as vaccines to stimulate a protective immune response in 
mammalian hosts against subsequent infection by the target pathogen. The 
majorly abundant extracellular products may be 

characterized and distinguished by their respective N-terminal amino 
acid, amino acid, or DNA sequences. As the vaccines may 
comprise different combinations of the extracellular 
products, subunits thereof, or encoding nucleic acids, a broad 



range of effective immunotherapeutic compositions are provided by the 
present invention. In addition to other infectious agents, the 
vaccines so produced can be used to stimulate an effective 
immune response against intracellular pathogens and in particular 
Mycobacterium tuberculosis. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides purified human polynucleotides for 
diagnostics and therapeutics (dithp) . Also encompassed are the 
polypeptides (DITHP) encoded by dithp. The invention also provides for 
the use of dithp, or complements, oligonucleotides, or fragments thereof 
in diagnostic assays. The invention further provides for vectors and 
host cells containing dithp for the expression of DITHP. The invention 
additionally provides for the use of isolated and purified DITHP to 
induce antibodies and to screen libraries of compounds and the use of 
anti-DITHP antibodies in diagnostic assays. Also provided are 
microarrays containing dithp and methods of use. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed herein are nucleic acid sequences that encode novel 

polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antibodies, which immunospecif ically-bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 
the aforementioned polypeptide, polynucleotide, or antibody. The 
invention further discloses therapeutic, diagnostic and research methods 
for diagnosis, treatment, and prevention of disorders involving any one 
of these novel human nucleic acids and proteins. 

L9 ANSWER 46 OF 184 USPATFULL on STN 
AN 2004:7465 USPATFULL 

TI Poroplasts 

IN Surber, Mark W., Coronado, CA, UNITED STATES 

Giacalone, Matthew, San Diego, CA, UNITED STATES 
PI US 2004005700 Al 20040108 

AI US 2002-157339 Al 20020528 (10) 

DT Utility 
FS APPLICATION 

LREP KNOBBE MARTENS OLSON & BEAR LLP, 2 040 MAIN STREET, FOURTEENTH FLOOR, 

IRVINE, CA, 92614 
CLMN Number of Claims: 18 
ECL Exemplary Claim: 1 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnostic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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TI Methods for inhibition of membrane fusion-associated events, including 

HIV transmission 
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DRWN 84 Drawing Figure (s); 83 Drawing Page(s) 
LN.CNT 25013 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to peptides which exhibit potent 

anti -retroviral activity. The peptides of the invention comprise DP178 
(SEQ ID:1) peptide corresponding to amino acids 638 to 673 of the 
HIV-1 . sub. LAI gp41 protein, and fragments, analogs and homologs of 
DP178. The invention further relates to the uses of such peptides as 
inhibitory of human and non-human retroviral, especially HIV, 
transmission to uninfected cells. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel nucleic acids, novel polypeptide 

sequences encoded by these nucleic acids and uses thereof. 
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TI Abundant extracellular product vaccines 

and methods for their production and use 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Vaccines based on majorly abundant extracellular 

products of pathogens and methods for their use and production 
are presented. The most prevalent or majorly abundant 
extracellular products of a target pathogen are 

selected irrespective of their absolute molecular immunogenicity and 
used as vaccines to stimulate a protective immune response in 
mammalian hosts against subsequent infection by the target pathogen. In 
addition to other infectious agents, the vaccines -so produced 
can be used to stimulate an effective immune response against 
intracellular pathogens and in particular Mycobacterium 
tuberculosis . 
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TI Non-stochastic generation of genetic vaccines and enzymes 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides methods of obtaining novel polynucleotides and 
encoded polypeptides by use of non- stochastic methods of directed 
evolution (DirectEvolution.TM. ) . These methods include non-stochastic 
polynucleotide site-saturation mutagenesis (Gene Site Saturation 
Mutagenesis. TM. ) and non-stochastic polynucleotide reassembly 
(GeneReassembly.TM. ) . Through use of the claimed methods, genetic 
vaccines, enzymes, and other desirable molecules can be evolved 
towards desirable properties. For example, vaccine vectors can 
be obtained that exhibit increased efficacy for use as genetic 
vaccines. Vectors obtained by using the methods can have, for 
example, enhanced antigen expression, increased uptake into a cell, 
increased stability in a cell, ability to tailor an immune response, and 
the like. This invention provides methods of obtaining novel enzymes 
that have optimized physical &/or biological properties. Furthermore, 
this invention provides methods of obtaining a variety of novel 
biologically active molecules, in the fields of antibiotics, 
pharmacotherapeutics, and transgenic traits. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 



producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel nucleic acids, novel polypeptide 

sequences encoded by these nucleic acids and uses thereof. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 

L9 ANSWER 59 OF 184 USPATFULL on STN 
AN 2003:312259 USPATFULL 

TI Secreted and transmembrane polypeptides and nucleic acids encoding the 

same 

IN Ashkenazi, Avi J., San Mateo, CA, UNITED STATES 

Baker, Kevin P., Darnestown, MD, UNITED STATES 

Botstein, David, Belmont, CA, UNITED STATES 

Desnoyers, Luc, San Francisco, CA, UNITED STATES 

Eaton, Dan L., San Rafael, CA, UNITED STATES 

Ferrara, Napoleone, San Francisco, CA, UNITED STATES 

Fong, Sherman, Alameda, CA, UNITED STATES 

Gerber, Hanspeter, San Francisco, CA, UNITED STATES 

Gerritsen, Mary E., San Mateo, CA, UNITED STATES 

Goddard, Audrey, San Francisco, CA, UNITED STATES 

Godowski, Paul J., Hillsborough, CA, UNITED STATES 

Grimaldi, J. Christopher, San Francisco, CA, UNITED STATES 

Gurney, Austin L., Belmont, CA, UNITED STATES 

Kljavin, Ivar J., Pacifica, CA, UNITED STATES 

Napier, Mary A. , Hillsborough, CA, UNITED STATES 

Pan, James, Belmont, CA, UNITED STATES 

Paoni, Nicholas F. , Belmont, CA, UNITED STATES 

Roy, Margaret Ann, San Francisco, CA, UNITED STATES 

Stewart, Timothy A., San Francisco, CA, UNITED STATES 

Tumas, Daniel, Orinda, CA, UNITED STATES 

Watanabe, Colin K. , Moraga, CA, UNITED STATES 

Williams, P. Mickey, Half Moon Bay, CA, UNITED STATES 

Wood, William I., Hillsborough, CA, UNITED STATES 

Zhang, Zemin, Foster City, CA, UNITED STATES 
PA Genentech, Inc. (U.S. corporation) 
PI US 2003219856 Al 20031127 

AI US 2002-219538 Al 20020814 (10) 

RLI Continuation of Ser. No. US 2001-941992, filed on 28 Aug 2001, PENDING 
Continuation of Ser. No. WO 2000-US8439, filed on 30 Mar 2000, PENDING 
Continuation of Ser. No. WO 1999-US12252 , filed on 2 Jun 1999, PENDING 

PRAI US 1999-141037P 19990623 (60) 

US 1998-92182P 19980709 (60) 

DT Utility 

FS APPLICATION 

LREP Ginger R. Dreger, Knobbe Martens Olson & Bear, 16th Floor, 620 Newport 

Center Drive, Newport Beach, CA, 92660 
CLMN Number of Claims: 118 
ECL Exemplary Claim: 1 
DRWN 33 0 Drawing Page(s) 
LN.CNT 32340 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention is directed to methods for generating sets, or libraries, 
of nucleic acids encoding antigen-binding sites, such as antibodies, 
antibody domains or other fragments, including single and double 
stranded antibodies, major histocompatibility complex (MHC) molecules, T 
cell receptors (TCRs) , and the like. This invention provides methods for 
generating variant antigen binding sites, e.g., antibodies and specific 
domains or fragments of antibodies (e.g., Fab or Fc domains), by 
altering template nucleic acids including by saturation mutagenesis, 
synthetic ligation reassembly, or a combination thereof. In one aspect, 
invention provides methods for generating all human or humanized 
antibodies and evolving them to achieve optimized properties related to 
stability, duration, expression, production, enzymatic activity, 
affinity, avidity, localization, and other immunological properties. 
Polypeptides generated by these methods can be analyzed using a novel 
capillary array platform, which provides unprecedented ultra-high 
throughput screening . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to novel human polynucleotides and variants 
thereof, their encoded polypeptides and variants thereof, to genes 
corresponding to these polynucleotides and to proteins expressed by the 
genes. The invention also relates to diagnostics and therapeutics 
comprising such novel human polynucleotides, their corresponding genes 
or gene products, including probes, antisense nucleotides, and 
antibodies. The polynucleotides of the invention correspond to a 
polynucleotide comprising the sequence information of at least one of 
SEQ ID NOS: 1-1477. The polypeptides of the invention correspond to a 
polypeptide comprising the amino acid sequence information of at least 
one of SEQ ID NOS: 1478-1568. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides methods of obtaining vaccines by use 

of non-stochastic methods of directed evolution (DirectEvolution.TM. ) . 
These methods include non-stochastic polynucleotide site- saturation 
mutagenesis (Gene Site Saturation Mutagenesis .TM. ) and non- stochastic 
polynucleotide reassembly (GeneReassembly .TM. ) . Through use of the 
claimed methods, vectors can be obtained which exhibit increased 
efficacy for use as genetic vaccines. Vectors obtained by 
using the methods can have, for example, enhanced antigen expression, 
increased uptake into a cell, increased stability in a cell, ability to 
tailor an immune response, and the like. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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TI Minicell -based gene therapy 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Isolated nucleic acid molecules encoding T-bet, and isolated T-bet 

polypeptides, are provided. The invention further provides antisense 
nucleic acid molecules, recombinant expression vectors containing a 
nucleic acid molecule of the invention, host cells into which the 
expression vectors have been introduced and non-human transgenic animals 
carrying a T-bet transgene. The invention further provides T-bet fusion 
proteins and anti-T-bet antibodies. Methods of using the T-bet 
compositions of the invention are also disclosed, including methods for 
detecting T-bet expression and/or activity in a biological sample, 
methods of modulating T-bet expression and/or activity in a cell, and 
methods for identifying agents that modulate the expression and/or 
activity of T-bet. 
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AB The invention provides compositions and methods for the production of 

achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions and methods for the production of 
achromosomal and anucleate cells useful for applications such as 
diagnositic and therapeutic uses, as well as research tools and agents 
for drug discovery. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides methods and compositions for diagnostic assays 

for detecting R.A. and therapeutic methods and compositions for treating 
R.A. The invention also provides methods for designing, identifying, and 
optimizing therapeutics for R.A. Diagnostic compositions of the 
invention include compositions comprising detection agents for detecting 
one or more genes that have been shown to be up- or down-regulated in 
cells of R.A. relative to normal counterpart cells. Exemplary detection 
agents include nucleic acid probes, which can be in solution or attached 
to a solid surface, e.g., in the form of a microarray. The invention 
also provides computer -readable media comprising values of levels of 
expression of one or more genes that are up- or down- regulated in R.A. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB The invention concerns GENSET polynucleotides and polypeptides. Such 

GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET-related disorders. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Vaccines based on one or more combinations of majorly abundant 
extracellular products of pathogens and methods for 

their use and production are presented. The most prevalent or majorly 
abundant extracellular products of a target pathogen 

are selected irrespective of their absolute molecular immunogenicity and 
used as vaccines to stimulate a protective immune response in 
mammalian hosts against subsequent infection by the target pathogen. The 
majorly abundant extracellular products may be 

characterized and distinguished by their respective N- terminal amino 

acid or DNA sequences. As the vaccines may comprise different 

combinations of the extracellular products, subunits 

thereof, or encoding nucleic acids, a broad range of effective 

immunotherapeutic compositions are provided by the present invention. In 

addition to other infectious agents, the vaccines so produced 

can be used to stimulate an effective immune response against 

intracellular pathogens and in particular Mycobacterium 

tuberculosis. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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TI Polynucleotide encoding a novel human growth factor with homology to 

epidermal growth factor, BGS-8, expressed highly in immune tissue 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel polynucleotides encoding BGS-8 

polypeptides, fragments and homologues thereof. Also provided are 
vectors, host cells, antibodies, and recombinant and synthetic methods 
for producing said polypeptides. The invention further relates to 
diagnostic and therapeutic methods for applying these novel BGS-8 
polypeptides to the diagnosis, treatment, and/or prevention of various 
diseases and/or disorders related to these polypeptides. The invention 
further relates to screening methods for identifying agonists and 
antagonists of the polynucleotides and polypeptides of the present 
invention. 
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TI Secreted and transmembrane polypeptides and nucleic acids encoding the 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides isolated nucleic acids molecules, designated 

47476, 67210, 49875, 46842, 33201, 83378, 84233, 64708, 85041, 84234, 
21617, 55562, 23566, 33489, and 57779 nucleic acid molecules, which 
encode novel human genes. The invention also provides antisense nucleic 
acid molecules, recombinant expression vectors containing 47476, 67210, 
49875, 46842, 33201, 83378, 84233, 64708, 85041, 84234, 21617, 55562, 
23566, 33489, or 57779 nucleic acid molecules, host cells into which the 
expression vectors have been introduced, and nonhuman transgenic animals 
in which a 47476, 67210, 49875, 46842, 33201, 83378, 84233, 64708, 
85041, 84234, 21617, 55562, 23566, 33489, or 57779 gene has been 
introduced or disrupted. The invention still further provides isolated 
47476, 67210, 49875, 46842, 33201, 83378, 84233, 64708, 85041, 84234, 
21617, 55562, 23566, 33489, or 57779 proteins, fusion proteins, 
antigenic peptides and anti-47476, 67210, 49875, 46842, 33201, 83378, 
84233, 64708, 85041, 84234, 21617, 55562, 23566, 33489, or 57779 
antibodies. Diagnostic methods utilizing compositions of the invention 
are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Isolated nucleic acid molecules encoding T-bet, and isolated T-bet 

proteins, are provided. The invention further provides antisense nucleic 
acid molecules, recombinant expression vectors containing a nucleic acid 
molecule of the invention, host cells into which the expression vectors 
have been introduced and non-human transgenic animals carrying a T-bet 
transgene. The invention further provides T-bet fusion proteins and 
anti-T-bet antibodies. Methods of using the T-bet compositions of the 
invention are also disclosed, including methods for detecting T-bet 
activity in a biological sample, methods of modulating T-bet activity in 
a cell, and methods for identifying agents that modulate the activity of 
T-bet. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to the finding that virus like particles (VLPs) 

can be loaded with immunostimulatory substances, in particular with DNA 
oligonucleotides containing non-methylated C and G (CpGs) . Such CpG-VLPs 
are dramatically more immunogenic than their CpG-free counterparts and 
induce enhanced B and T cell responses. The immune response against 
antigens optionally coupled, fused or attached otherwise to the VLPs is 
similarly enhanced as the immune response against the VLP itself. In 
addition, the T cell responses against both the VLPs and antigens are 
especially directed to the Thl type. Antigens attached to CpG- loaded 
VLPs may therefore be ideal vaccines for prophylactic or 
therapeutic vaccination against allergies, tumors and other 
self -molecules and chronic viral diseases. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
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producing the polypeptides of the present invention. 
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AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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polypeptide molecules comprising the polypeptides of the present 
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AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
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invention fused to heterologous polypeptide sequences, antibodies which 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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acid molecules encoding those polypeptides. Also provided herein are 
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bind to the polypeptides of the present invention and to methods for 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to novel human polynucleotides and variants 
thereof, their encoded polypeptides and variants thereof, to genes 
corresponding to these polynucleotides and to proteins expressed by the 
genes. The invention also relates to diagnostic and therapeutic agents 
employing such novel human polynucleotides, their corresponding genes or 
gene products, e.g., these genes and proteins, including probes, 
antisense constructs, and antibodies. 
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vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Vaccines based on one or more combinations of majorly abundant 
extracellular products of pathogens and methods for 

their use and production are presented. The most prevalent or majorly 
abundant extracellular products of a target pathogen 

are selected irrespective of their absolute molecular immunogenicity and 
used as vaccines to stimulate a protective immune response in 
mammalian hosts against subsequent infection by the target pathogen. The 
majorly abundant extracellular products may be 

characterized and distinguished by their respective N-terminal amino 

acid, amino acid, or DNA sequences. As the vaccines may 

comprise different combinations of the extracellular 

products, subunits thereof, or encoding nucleic acids, a broad 

range of effective immunotherapeutic compositions are provided by the 



present invention. In addition to other infectious agents, the 
vaccines so produced can be used to stimulate an effective 
immune response against intracellular pathogens and in particular 
Mycobacterium tuberculosis. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Fusion of the viral envelope, or infected cell membranes with uninfected 

cell membranes, is an essential step in the viral life cycle. Recent 
studies involving the human immunodeficiency virus type l(HIV-l) 
demonstrated that synthetic peptides (designated DP- 107 and DP- 178) 
derived from potential helical regions of the transmembrane (TM) 
protein, gp41, were potent inhibitors of viral fusion and infection. A 
computerized antiviral searching technology (C.A.S.T.) that detects 
related structural motifs (e.g., ALLMOTI 5, 107+178+4, and 
PLZIP) in other viral proteins was employed to identify similar regions 
in the Epstein-Barr virus (EBV) . Several conserved heptad repeat domains 
that are predicted to form coiled-coil structures with antiviral 
activity were identified in the EBV genome. Synthetic peptides of 16 to 
3 9 amino acids derived from these regions were prepared and their 
antiviral activities assessed in a suitable in vitro screening assay. 
These peptides proved to be potent inhibitors of EBV fusion. Based upon 
their structural and functional equivalence to the known HIV-1 
inhibitors DP-107 and DP-178, these peptides should provide a novel 
approach to the development of targeted therapies for the treatment of 
EBV infections . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 

L9 ANSWER 146 OF 184 USPATFULL on STN 
AN 2002:337935 USPATFULL 

TI Secreted and transmembrane polypeptides and nucleic acids encoding the 

same 

IN Ashkenazi, Avi J., San Mateo, CA, UNITED STATES 

Baker, Kevin P., Darnestown, MD, UNITED STATES 
Botstein, David, Belmont, CA, UNITED STATES 
Desnoyers, Luc, San Francisco, CA, UNITED STATES 
Eaton, Dan L., San Rafael, CA, UNITED STATES 
Ferrara, Napoleone, San Francisco, CA, UNITED STATES 
Fong, Sherman, Alameda, CA, UNITED STATES 
Gerber, Hanspeter, San Francisco, CA, UNITED STATES 
Gerritsen, Mary E., San Mateo, CA, UNITED STATES 
Goddard, Audrey, San Francisco, CA, UNITED STATES 
Godowski, Paul J., Hillsborough, CA, UNITED STATES 
Grimaldi, J. Christopher, San Francisco, CA, UNITED STATES 
Gurney, Austin L., Belmont, CA, UNITED STATES 
Kljavin, Ivar J., Lafayette, CA, UNITED STATES 
Napier, Mary A., Hillsborough, CA, UNITED STATES 
Pan, James, Belmont, CA, UNITED STATES 
Paoni, Nicholas F., Belmont, CA, UNITED STATES 
Roy, Margaret Ann, San Francisco, CA, UNITED STATES 
Stewart, Timothy A., San Francisco, CA, UNITED STATES 
Tumas, Daniel, Orinda, CA, UNITED STATES 
Watanabe, Colin K. , Moraga, CA, UNITED STATES 
Williams, P. Mickey, Half Moon Bay, CA, UNITED STATES 
Wood, William I., Hillsborough, CA, UNITED STATES 



Zhang, Zemin, Foster City, CA, UNITED STATES 
PA Genentech, Inc. (U.S. corporation) 
PI US 2002193300 Al 20021219 

US 6930170 B2 20050816 

AI US 2001-990444 Al 20011114 (9) 

RLI Continuation of Ser. No. US 2001-941992, filed on 28 Aug 2001, PENDING 



WO 


1997 


-US20069 


19971105 




wo 


1998 


-US19330 


19980916 




wo 


1998 


-US19437 


19980917 




wo 


1998 


-US21141 


19981007 




wo 


1998 


-US25108 


19981201 




wo 


1999 


-US106 


19990105 




wo 


1999 


-US5028 


19990308 




wo 


1999 


-US12252 


19990602 




wo 


1999 


-US21090 


19990915 




wo 


1999 


-US21547 


19990915 




wo 


1999 


-US28313 


19991130 




wo 


1999 


-US28301 


19991201 




wo 


1999 


-US28634 


19991201 




wo 


1999 


-US30095 


19991216 




wo 


1999 


-US30911 


19990220 




wo 


2000 


-US219 


20000105 




wo 


2000 


-US376 


20000106 




wo 


2000 


-US3565 


20000211 




wo 


2000 


-US4341 


20000218 




wo 


2000 


-US4414 


20000222 




wo 


2000 


-US4 914 


20000224 




wo 


2000 


-US5004 


20000224 




wo 


2000 


-US5841 


20000302 




wo 


2000 


-US6319 


20000310 




wo 


2000 


-US6884 


20000315 




wo 


2000 


-US7377 


20000320 




wo 


2000 


-US8439 


20000330 




wo 


2000 


-US13358 


20000515 




wo 


2000 


-US14042 


20000522 




wo 


2000 


-US15264 


20000602 




wo 


2000 


-US13705 


20000517 




wo 


2000 


-US14941 


20000530 




wo 


2000 


-US20710 


20000728 




wo 


2000 


-US22031 


20000811 




wo 


2000 


-US23522 


20000823 




wo 


2000 


-US23328 


20000824 




wo 


2000 


-US30952 


20001108 




wo 


2000 


-US32678 


20001201 




wo 


2001 


-US6520 


20010228 




wo 


2001 


-US17800 


20010601 




wo 


2001 


-US19692 


20010620 




wo 


2001 


-US21066 


20010629 




wo 


2001 


-US21735 


20010709 




US 


1997 


-49787P 


19970616 


(60) 


us 


1997 


-62250P 


19971017 


(60) 


us 


1997 


-65186P 


19971112 


(60) 


us 


1997 


-65311P 


19971113 


(60) 


us 


1997 


-66770P 


19971124 


(60) 


us 


1998 


-75945P 


19980225 


(60) 


us 


1998 


-78910P 


19980320 


(60) 


us 


1998 


-83322P 


19980428 


(60) 


us 


1998 


-84600P 


19980507 


(60) 


us 


1998 


-87106P 


19980528 


(60) 


us 


1998 


-87607P 


19980602 


(60) 


us 


1998 


-87609P 


19980602 


(60) 


us 


1998 


-87759P 


19980602 


(60) 


us 


1998 


-87827P 


19980603 


(60) 


us 


1998 


-88021P 


19980604 


(60) 



us 


1998 


-88025P 


19980604 


(60) 


us 


1998 


-88026P 


19980604 


(60) 


us 


1998 


-88028P 


19980604 


(60) 


us 


1998 


-88029P 


19980604 


(60) 


us 


1998 


-88030P 


19980604 


(60) 


us 


1998 


-88033P 


19980604 


(60) 


us 


1998 


-88326P 


19980604 


(60) 


us 


1998 


-88167P 


19980605 


(60) 


us 


1998 


-88202P 


19980605 


(60) 


us 


1998 


-88212P 


19980605 


(60) 


us 


1998 


-88217P 


19980605 


(60) 


us 


1998 


-88655P 


19980609 


(60) 


us 


1998 


-88734P 


19980610 


(60) 


us 


1998 


-88738P 


19980610 


(60) 


us 


1998 


-88742P 


19980610 


(60) 


us 


1998 


-88810P 


19980610 


(60) 


us 


1998 


-88824P 


19980610 


(60) 


us 


1998 


-88826P 


19980610 


(60) 


us 


1998 


-88858P 


19980611 


(60) 


us 


1998 


-88861P 


19980611 


(60) 


us 


1998 


-88876P 


19980611 


(60) 


us 


1998 


-89105P 


19980612 


(60) 


us 


1998 


-89440P 


19980616 


(60) 


us 


1998 


-89512P 


19980616 


(60) 


us 


1998 


-89514P 


19980616 


(60) 


us 


1998 


-89532P 


19980617 


(60) 


us 


1998 


-89538P 


19980617 


(60) 


us 


1998 


-89598P 


19980617 


(60) 


us 


1998 


-89599P 


19980617 


(60) 


us 


1998 


-89600P 


19980617 


(60) 


us 


1998 


-89653P 


19980617 


(60) 


us 


1998 


-89801P 


19980618 


(60) 


us 


1998 


-89907P 


19980618 


(60) 


us 


1998 


-89908P 


19980618 


(60) 



DT Utility 

FS APPLICATION 

LREP BRINKS HOFER GILSON & LIONE, P.O. BOX 10395, CHICAGO, IL, 60610 
CLMN Number of Claims: 118 
ECL Exemplary Claim: 1 
DRWN 330 Drawing Page(s) 
LN.CNT 32345 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
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invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
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producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB Vaccines based on combinations of majorly abundant 

extracellular products of pathogens and methods for 

their use and production are presented. The most prevalent or majorly 
abundant extracellular products of a target pathogen 

are selected irrespective of their absolute molecular immunogenicity and 
used as vaccines to stimulate a protective immune response in 
mammalian hosts against subsequent infection by the target pathogen. The 
majorly abundant extracellular products may be 

characterized and distinguished by their respective N-terminal amino 
acid sequences. As the vaccines may comprise different 
combinations of the extracellular products, a broad 
range effective immunotherapeutic compositions are provided by the 
present invention. In addition to other infectious agents, the 
vaccines so produced can be used to stimulate an effective 
immune response against intracellular pathogens and in particular 
Mycobacterium tuberculosis. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Vaccines based on one or more combinations of majorly abundant 
extracellular products of pathogens and methods for 

their use and production are presented. The most prevalent or majorly 

abundant extracellular products of a target pathogen r 

are selected irrespective of their absolute molecular immunogenicity and \ 

used as vaccines to stimulate a protective immune response in 

mammalian hosts against subsequent infection by the target pathogen. The 

majorly abundant extracellular products may be 

characterized and distinguished by their respective N-terminal amino 
acid or DNA sequences. As the vaccines may comprise different 
combinations of the extracellular products, subunits 
thereof, or encoding nucleic acids, a broad range of effective 
immunotherapeutic compositions are provided by the present invention. In 
addition to other infectious agents, the vaccines so produced 
can be used to stimulate an effective immune response against 
intracellular pathogens and in particular Mycobacterium 
tuberculosis . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 



acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates, first, to the identification of novel 

nucleic acid molecules, termed RATH genes and RATH gene products encoded 
by such nucleic acid molecules, or degenerate variants thereof, that 
participate in the regulation, control and/or modulation of 
G-protein-mediated signal transduction involved in T cell activation, 
including, but not limited to T helper (TH) cell and TH cell 
subpopulation activation. Specifically, the nucleic acid molecules of 
the present invention include the genes corresponding to the mammalian 
RATH genes, including the RATH1.1 genes. Sequence analysis indicates 
that the RATH genes are novel genes belonging to the RGS ("regulator of 
G-protein signalling") gene family, a gene family which encodes gene 
products involved in G-protein-mediated signal transduction. 
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The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention concerns GENSET polynucleotides and polypeptides. Such 

GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle- specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET- related disorders. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 

acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 



invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Enzymes of a particular class, characterized by the ability to cleave a 

linkage that effects release of a cell -surface protein or carbohydrate, 
which does not contain an anti-infection agent, display significant 
anti- infectious activity. Upon oral administration, these enzymes are 
effective, for example, in the treatment of digestive tract infections 
in humans and in animals. In the latter, there are benefits of 
significantly improved growth rate, feed efficiency, and overall health. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel lung cancer related 

polynucleotides, the polypeptides encoded by these polynucleotides 
herein collectively referred to as "lung cancer antigens," and 
antibodies that immunospecif ically bind these polypeptides, and the use 
of such lung cancer polynucleotides, antigens, and antibodies for 
detecting, treating, preventing and/or prognosing disorders of the lung, 
including, but not limited to, the presence of lung cancer and lung 
cancer metastases. More specifically, isolated lung cancer nucleic acid 
molecules are provided encoding novel lung cancer polypeptides. Novel 
lung cancer polypeptides and antibodies that bind to these polypeptides 
are provided. Also provided are vectors, host cells, and recombinant and 
synthetic methods for producing human lung cancer polynucleotides, 
polypeptides, and/or antibodies. The invention further relates to 



diagnostic and therapeutic methods useful for diagnosing, treating, 
preventing and/or prognosing disorders related to the lung, including 
lung cancer, and therapeutic methods for treating such disorders. The 
invention further relates to screening methods for identifying agonists 
and antagonists of polynucleotides and polypeptides of the invention. 
The invention further relates to methods and/or compositions for 
inhibiting or promoting the production and/or function of the 
polypeptides of the invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides methods of obtaining vaccines by use 

of non-stochastic methods of directed evolution (DirectEvolution.TM. ) . 
These methods include non-stochastic polynucleotide site-satuaration 
mutagenesis (Gene Site Saturation Mutagenesis . TM. ) and non-stochastic 
polynucleotide reassembly (GeneReassembly .TM. ) . Through use of the 
claimed methods, vectors can be obtained which exhibit increased 
efficacy for use as genetic vaccines. Vectors obtained by 
using the methods can have, for example, enhanced antigen expression, 
increased uptake into a cell, increased stability in a cell, ability to 
tailor an immune response, and the like. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB 



L9 
AN 
TI 
IN 



PA 

PI 

AI 

RLI 

PRAI 



The present invention relates to peptides which exhibit potent 
anti-viral activity. In particular, the invention relates to methods of 
using such peptides as inhibitory of respiratory syncytial virus ("RSV") 
transmission to uninfected cells. The peptides used in the methods of 
the invention are homologs of the DP-178 and DP-107 peptides, peptides 
corresponding to amino acid residues 638 to 673, and to amino acid 
residues 558 to 595, respectively, of the HIV-1 . sub. LAI transmembrane 
protein (TM) gp41. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel human secreted protein (HNFGF2 0) . 
Polypeptides of the invention are duseful in dianosis and treatment of 
disorders affecting the immune system. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to polynucleotides encoding newly identified 
protease homologs. The invention also relates to the proteases. The 
invention further relates to methods using the protease polypeptides and 
polynucleotides as a target for diagnosis and treatment in 
protease -mediated disorders. The invention further relates to 
drug- screening methods using the protease polypeptides and 
polynucleotides to identify agonists and antagonists for diagnosis and 
treatment. The invention further encompasses agonists and antagonists 
based on the protease polypeptides and polynucleotides. The invention 
further relates to procedures for producing the protease polypeptides 
and polynucleotides. 
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TI Superantigen based methods and compositions for treatment of diseases 

IN Terman, David Stephen, 3183 Palmero Way, Pebble Beach, CA, United States 
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US 6340461 
US 1997-992877 
US 1996-33172P 
US 1997-44074P 
DT Utility 
FS GRANTED 
EXNAM Primary Examiner 
LREP Venable, Livnat, 
CLMN Number of Claims 
ECL Exemplary Claim: 
DRWN 8 Drawing Figure (s); 8 Drawing Page(s) 
LN.CNT 5893 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to therapeutic methods and compositions 
employing superantigens . Methods and compositions employing 
superantigens and immunotherapeutic proteins in combination with one 
another have been found to provide more effective treatment than either 
component used alone. Superantigens, in conjunction with one or more 
additional immunotherapeutic antigens, may be used to either induce a 
therapeutic immune response directed against a target or to inhibit a 
disease causing immune response. Specific combinations of superantigens 
and immunotherapeutic antigens are used to treat specific diseases. The 
induction (or augmentation) of a desired immune against a target may be 
used, for example, to kill cancer cells or kill the cells or an 
infectious agent. The inhibition of an immune response, e.g., through 
the induction of T cell anergy, may be used to reduce the symptoms of an 
autoimmune disease. Diseases that may be treated by the methods and 
compositions of the invention include neoplastic diseases, infectious 
diseases, and autoimmune diseases. One aspect of the invention is to 
provide methods for the treatment of diseases comprising the steps of 
administering an effective amount of a superantigen and an 
immunotherapeutic so as to have the desired therapeutic effect. The 
superantigen and immunotherapeutic antigen may be administered together 
as a mixture. Alternatively, the superantigen and immunotherapeutic 
antigen may be administered separately. In one embodiment of the 
invention, the superantigen and immunotherapeutic antigen are 



administered to the patient in the form of a immunotherapeutic 
antigen-superantigen polymer of the invention. Another aspect of the 
invention is to provide methods for the treatment of diseases comprising 
the steps of incubating a lymphocyte population ex vivo a superantigen 
and an immunotherapeutic protein so as to either activate or anergize T 
cells within the selected population. 
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TI Protease homologs 

IN Robison, Keith E., Wilmington, MA, United States 

PA Millennium Pharmaceuticals, Inc., Cambridge, MA, United States (U.S. 

corporation) 
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AI US 1999-280116 19990326 (9) 

DT Utility 
FS GRANTED 

EXNAM Primary Examiner: Murthy, Ponnathapu Achuta; Assistant Examiner: Moore, 

William W. 
LREP Alston & Bird LLP 
CLMN Number of Claims : 7 
ECL Exemplary Claim: 1 
DRWN No Drawings 
LN.CNT 3346 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to polynucleotides encoding newly identified 
protease homologs belonging to the superfamily of G-protein-coupled 
proteases. The invention also relates to the proteases. The invention 
further relates to methods using the protease polypeptides and 
polynucleotides as a target for diagnosis and treatment in 
protease-mediated disorders. The invention further relates to 
drug- screening methods using the protease polypeptides and 
polynucleotides to identify agonists and antagonists for diagnosis and 
treatment. The invention further encompasses agonists and antagonists 
based on the protease polypeptides and polynucleotides. The invention 
further relates to procedures for producing the protease polypeptides 
and polynucleotides. 
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TI Nucleic acid molecules encoding monocyte chemotactic protein 5 (MCP-5) 

molecules and uses therefor 
IN Gutierrez-Ramos, Jose-Carlos, Marblehead, MA, United States 

Jia, Gui-Quan, Cambridge, MA, United States 

Gonzalo, Jose-Angel, Cambridge, MA, United States 
PA Center for Blood Research, Inc., Boston, MA, United States (U.S. 

corporation) 
PI US 6274342 Bl 20010814 

AI US 1996-744419 19961108 (8) 

DT Utility 
FS GRANTED 

EXNAM Primary Examiner: Mertz, Prema 

LREP Lahive & Cockfield, LLP, Mandragouras , Amy E., Laccotripe, Maria C. 
CLMN Number of Claims: 23 
ECL Exemplary Claim: 1 

DRWN 5 Drawing Figure (s); 4 Drawing Page(s) 
LN.CNT 3696 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to the discovery of novel genes encoding 
Monocyte Chemotactic Protein-5 (MCP-5) polypeptides. Therapeutics, 
diagnostics and screening assays based on these molecules are also 
disclosed. 
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TI Human respiratory syncytial virus peptides with antifusogenic and 

antiviral activities 
IN Barney, Shawn O'Lin, Cary, NC, United States 
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Continuation-in-part of Ser. No. US 1994-255208, filed on 7 Jun 1994 
Continuation-in-part of Ser. No. US 1993-73028, filed on 7 Jun 1993, now 
patented, Pat. No. US 5464933 

DT Utility 

FS Granted 

EXNAM Primary Examiner: Scheiner, Laurie; Assistant Examiner: Parkin, Jeffrey 
S. 

LREP Pennie & Edmonds LLP 
CLMN Number of Claims: 62 
ECL Exemplary Claim: 1 

DRWN 84 Drawing Figure (s); 83 Drawing Page(s) 
LN.CNT 32166 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to peptides which exhibit antifusogenic 

and antiviral activities. The peptides of the invention consist of a 16 
to 39 amino acid region of a human respiratory syncytial virus protein. 
These regions were identified through computer algorithms capable of 
recognizing the ALLMOTI5, 107x178x4, or PLZIP amino acid motifs. These 
motifs are associated with the antifusogenic and antiviral activities of 
the claimed peptides. 
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TI Rath genes and polypeptides and methods for the treatment and diagnosis 

of immune disorders 
IN Levinson, Douglas Adam, Sherborn, MA, United States 

Gimeno, Carlos J., Boston, MA, United States 
PA Millennium Pharmaceuticals, Inc., Cambridge, MA, United States (U.S. 

corporation) 
PI US 6146827 20001114 

AI US 1997-949004 19971010 (8) 

RLI Division of Ser. No. US 1997-870815, filed on 6 Jun 1997, now patented, 
Pat. No. US 6020142 which is a continuation-in-part of Ser. No. US 
1996-726228, filed on 4 Oct 1996, now patented, Pat. No. US 5846780 

DT Utility 

FS Granted 

EXNAM Primary Examiner: Elliott, George C; Assistant Examiner: Shibuya, Mark 
L. 

LREP Pennie & Edmonds LLP 
CLMN Number of Claims: 16 
ECL Exemplary Claim: 1 

DRWN 5 Drawing Figure (s); 5 Drawing Page(s) 
LN.CNT 3951 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates, first, to the identification of novel 

nucleic acid molecules, termed RATH genes and RATH gene products encoded 
by such nucleic acid molecules, or degenerate variants thereof, that 
participate in the regulation, control and/or modulation of 
G-protein-mediated signal transduction involved in T cell activation, 
including, but not limited to T helper (TH) cell and TH cell 
subpopulation activation. Specifically, the nucleic acid molecules of 
the present invention include the genes corresponding to the mammalian 
RATH genes, including the RATH1.1 genes. Sequence analysis indicates 



that the RATH genes are novel genes belonging to the RGS ("regulator of 
G-protein signalling") gene family, a gene family which encodes gene 
products involved in G-protein-mediated signal transduction. 
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TI Rath genes and polypeptides and methods for the treatment and diagnosis 

of immune disorders 
IN Levinson, Douglas Adam, Sherborn, MA, United States 

Gimeno, Carlos J., Boston, MA, United States 
PA Millennium Pharmaceuticals, Inc., Cambridge, MA, United States (U.S. 

corporation) 
PI US 6020142 20000201 

AI US 1997-870815 19970606 (8) 

RLI Continuation-in-part of Ser. No. US 1996-726228, filed on 4 Oct 1996, 

now patented, Pat. No. US 5846780 
DT Utility 
FS Granted 

EXNAM Primary Examiner: Brusca, John S.; Assistant Examiner: Shibuya, Mark L. 
LREP Pennie & Edmonds LLP 
CLMN Number of Claims: 11 
ECL Exemplary Claim: 1 

DRWN 5 Drawing Figure (s); 5 Drawing Page(s) 
LN.CNT 4095 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates, first, to the identification of novel 

nucleic acid molecules, termed RATH genes and RATH gene products encoded 
by such nucleic acid molecules, or degenerate variants thereof, that 
participate in the regulation, control and/or modulation of 
G-protein-mediated signal transduction involved in T cell activation, 
including, but not limited to T helper (TH) cell and TH cell 
subpopulation activation. Specifically, the nucleic acid molecules of 
the present invention include the genes corresponding to the mammalian 
RATH genes, including the RATH1 . 1 genes. Sequence analysis indicates 
that the RATH genes are novel genes belonging to the RGS ("regulator of 
G-protein signalling") gene family, a gene family which encodes gene 
products involved in G-protein-mediated signal transduction. 

L9 ANSWER 178 OF 184 USPATFULL on STN 
AN 2000:4822 USPATFULL 

TI Externally targeted prophylactic and chemotherapeutic method and agents 

IN Horwitz, Marcus A., Los Angeles, CA, United States 
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(U.S. corporation) 
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DT Utility 
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DRWN 26 Drawing Figure (s); 24 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and associated compositions are provided for the effective 

treatment of mammalian disease conditions associated with infection by 
pathogenic organisms through the identification of extracellular enzymes 
necessary for the growth or survival of the pathogenic organism and the 
subsequent interference with the functional activity of the identified 
extracellular enzyme to an extent sufficient to significantly inhibit 
the growth or survival of the pathogenic organism. 
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TI Methods and compositions for the treatment and diagnosis of shipping 
fever 

IN Berget, Peter, Pittsburgh, PA, United States 

Engler, Michael, Houston, TX, United States 
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filed on 18 Jun 1990, now abandoned which is a division of Ser. No. US 
1987-85430, filed on 13 Aug 1987, now patented, Pat. No. US 4957739 
which is a continuation of Ser. No. US 1986-935806, filed on 28 Nov 
1986, now abandoned 

DT Utility 
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EXNAM Primary Examiner: Housel, James C; Assistant Examiner: Shaver, Jennifer 
LREP Arnold, White and Durkee 
CLMN Number of Claims : 13 
ECL Exemplary Claim: 1 

DRWN 22 Drawing Figure (s); 21 Drawing Page(s) 
LN.CNT 2252 

AB Novel compositions are disclosed for use in the treatment or diagnosis 
of bovine pasteurellosis, commonly referred to as Shipping Fever. 
Cell-free Pasteurella haemolytica supernatants are employed to provide 
individual antigen compositions, identified through reaction with sera 
from naturally- infected or convalescent cattle. In particular, at least 
seven individual P. haemolytica antigen groups were recognized in 
cell -free culture supernatants. Purified P. haemolytica supernatant, 
formulated in a suitable pharmaceutical vaccine composition is 
shown to elicit a specific immune response, in both cows and rabbits, 
directed against the individual immunoreactive P. haemolytica 
polypeptides identified. Also disclosed are novel recombinant cells, 
plasmids and bacteriophage which include transcriptionally active P. 
haemolytica antigen genes. Recombinant clones are similarly selected to 
be reactive with naturally- infected antisera. Examples, and further 
disclosure, are also provided which demonstrate the utility of a 
presently disclosed antibody and antigen compositions in 
immuno-detection of both antigens and antibodies in various biological 
samples . 

L9 ANSWER 180 OF 184 USPATFULL on STN 
AN 96:8503 8 USPATFULL 

TI Peptides representing epitopic sites for bacterial and viral meningitis 

causing agents and their CNS carrier and uses thereof 
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EXNAM Primary Examiner: Parr, Margaret; Assistant Examiner: Loring, Susan A. 
LREP Foley & Lardner 
CLMN Number of Claims: 2 
ECL Exemplary Claim: 1 

DRWN 13 Drawing Figure (s); 9 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB Peptides comprising a Meningitis Related Homologous Antigenic Sequence 

(MRHAS) are provided. The MRHAS is found in meningitis -causing organisms 
and chemokines involved in cell chemotaxis. The peptides are useful as 
antigens and vaccines for detection, diagnosis and treatment 
of meningitis. 
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TI Antibodies which bind meningitis related homologous antigenic sequences 
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DRWN 13 Drawing Figure (s); 9 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Monoclonal antibodies capable of binding to a Meningitis Related 

Homologous Antigenic Sequence (MRHAS) are provided. The MRHAS is found 
in meningitis -causing organisms and chemokines involved in cell 
chemotaxis. The monoclonal antibodies are useful for detection and 
diagnosis of meningitis. 
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TI Methods and compositions for the treatment and diagnosis of shipping 
fever 

IN Berget, Peter, Pittsburgh, PA, United States 
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DRWN 18 Drawing Figure (s); 14 Drawing Page(s) 
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AB Novel compositions are disclosed for use in the treatment or diagnosis 
of bovine pasteurellosis, commonly referred to as Shipping Fever. 
Cell-free Pasteurella haemolytica supernatants are employed to provide 
individual antigen compositions, identified through reaction with sera 
from naturally-infected or convalescent cattle. In particular, at least 
seven individual P. haemolytica antigen groups were recognized in 
cell -free culture supernatants. Purified P. haemolytica supernatant, 
formulated in a suitable pharmaceutical vaccine composition is 
shown to elicit a specific immune response, in both cows and rabbits, 



1 



directed against the individual immunoreactive P. haemolytica 
polypeptides identified. Also disclosed are novel recombinant cells, 
plasmids and bacteriophage which include transcriptionally active P. 
haemolytica antigen genes. Recombinant clones are similarly selected to 
be reactive with naturally-infected antisera. Examples, and further 
disclosure, are also provided which demonstrate the utility of a 
presently disclosed antibody and antigen compositions in 
immuno-detection of both antigens and antibodies in various biological 
samples . 

L9 ANSWER 183 OF 184 USPATFULL on STN 
AN 90:73305 USPATFULL 

TI Pharmaceutical compositions of a 105 kD P. Haemolytica derived antigen 

useful for treatment of Shipping Fever 
IN Berget, Peter, Pittsburg, PA, United States 
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DRWN 18 Drawing Figure (s); 14 Drawing Page(s) 
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AB Novel compositions are disclosed for use in the treatment or diagnosis 
of bovine pasteurellosis, commonly referred to as Shipping Fever. 
Cell-free Pasteurella haemolytica supernatants are employed to provide 
individual antigen compositions, identified through reaction with sera 
from naturally-infected or convalescent cattle. In particular, at least 
seven individual P. hameolytica antigen groups were recognized in 
cell -free culture supernatants. Purified P. haemolytica supernatant, 
formulated in a suitable pharmaceutical vaccine composition is 
shown to elicit a specific immune response, in both cows and rabbits, 
directed against the individual immunoreactive P. haemolytica 
polypeptides identified. Also disclosed are novel recombinant cells, 
plasmids and bacteriophage which include transcriptionally active P. 
haemolytica antigen genes. Recombinant clones are similarly selected to 
be reactive with naturally- infected antisera. Examples, and further 
disclosure, are also provided which demonstrate the utility of a 
presently disclosed antibody and antigen compositions in immunodetection 
of both antigens and antibodies in various biological samples. 
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THE SAME AND USE THEREOF 
IN HORWIT2 MARCUS A 
PA UNIV CALIFORNIA 

PI JP 2005104983 A 20050421 Heisei 

AI JP 2004-321293 (JP2 00432 1293 Heisei) 20041104 

PRAI US 1993-156358 19931123 

US 1994-289667 19940812 
SO PATENT ABSTRACTS OF JAPAN (CD-ROM), Unexamined Applications, Vol. 2005 
AB PROBLEM TO BE SOLVED: To provide a new vaccine for applying to 

stimulate effective immune response to infectious pathogens of 

Mycobacterium in mammalian hosts. 

SOLUTION: The vaccines comprise at least one major 
extracellular product selected from a group consisting 



of HOkD protein, 80kD protein, 71kD protein, 58kD protein, 45JcD protein, 
32A kD protein, 32B kD protein, 30kD 

protein, 24kD protein, 23.5kD protein, 23kD protein, 16kD protein, 14kD 
protein and 12kD protein each of M. tuberculosis. 
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